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Cutaneous changes in diseases of disturbed metabolism are occupy- 
ing more and more attention of dermatologists. In 19331 we described 
a case of systematized amyloidosis and reviewed the reports of cases in 
which cutaneous involvement was a prominent feature. Since then we 
have examined a patient presented by Dr. Paul O'Leary” before the 
summer meeting of the Minnesota Dermatological Society held at 
Rochester, Minn., on July 28, 1934, and more recently we were so 
fortunate as to have still another such case in our own wards. 

The literature on localized amyloidosis has been enriched in the past 
year by the reports of Nomland and Plummer,* Urbach,* Walther,° 
Gray,® Scolari,? Sannicandro* and Matras.* It is worthy of mention 
that amyloid is found with a certain regularity in chronic conditions of 
the skin the morphologic changes of which do not suggest the presence 
of this substance. 

From the Division of Dermatology, University of Minnesota, Henry E. 
Michelson, M.D., Director. 
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Von Bonsdorff?® reported a case of systematized amyloidosis jin 
which the condition varied from those previously described in that the 
lingual change was not diffuse macroglossia with fissures but instead 
consisted of large smooth nodules, emphasizing again that the surface 
epithelial changes are secondary to the deeper deposits. 

Strauss 7! recently summarized the available information on the entire 
subject of atypical amyloidosis under the title of “Paramyloidose.” 
He reviewed the findings in twenty-eight reported cases and emphasized 
the fact that the boundary lines of the disease syndrome known as sys- 
tematized amyloidosis or para-amyloidosis are not sharply drawn. In the 
classic generalized form amyloid is deposited in the parenchymatous 
organs in a pericapillary manner; in systematized amyloidosis or para- 
amyloidosis the mesenchymal structures are chiefly involved and the dis- 
tribution is vasomuscular; localized or tumor-like amyloidosis seems 
frequently to be an abortive form of para-amyloidosis. The condition 
is evidently due to a general or constitutionally active noxa. 

In our first patient there was persistent proteinuria of the Bence- 
Jones type, and we advanced the idea that because of the frequent asso- 
ciation of this phenomenon with multiple myelomas and _ because 
Bloch’s ?* patient later showed the presence of such tumors a search for 
multiple myelomas should be made in a patient with systematized amy- 
loidosis. In the past year we observed a patient with amyloidosis of the 
gastro-intestinal tract which resulted in obstruction and death. Multiple 
myelomas were present. The complete findings in this case were reported 
by Randall.** 

Perla and Gross '* used the title atypical amyloid disease in reporting 
three cases that fit into this general group. Only the first of their cases 
fulfils all of Lubarsch’s criteria for the diagnosis of systematized 
amyloidosis.1> Perla and Gross suggested that this peculiar disturbance 


of protein metabolism may be independent of the destruction of tissue. 
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Fie. 1.—-Macroglossia in the author’s first patient with systematized amyloidosis. 








MICHELSON-LYNCH—AMYLOIDOSIS OF SKIN 


REPORT OF A CASE ?® 


istory—Mrs. T. S., aged 41 years, was of German descent. In January 
nervousness and enlargement of the thyroid gland were noted. Vague ach- 
nains in the shoulders were followed by similar pains in all the extremities. 


lay 1933 the patient spent two weeks in the hospital because of infections of 
respiratory and urinary tracts. Roentgen studies of the lungs showed a nor- 
condition, and the reaction to the Mantoux test was negative. Weakness 
sisted, and in July 1934 signs of cardiac decompensation appeared. The patient 
30 pounds (13.6 Kg.) in the next six months. Diminished menstrual flow 
followed by cessation of the menses in September 1934. 

During the summer of 1934 the tongue gradually enlarged, and in September 
it became painful. As the thickness and redness increased the pain disappeared, 
it the size and fixation of the tongue interfered with speech and swallowing. 

In November 1934 the tongue was large and elevated. The thyroid gland was 
enlarged, firm and nodular. The abdomen had a rather doughy consistency, and 
the edge of the liver was palpable. There was an icteric tinge to the skin, and 
the icterus index was recorded as 19.8. The other results of examination were 
normal. 

The patient’s local physician prescribed compound solution of iodine because 
of an elevated basal metabolic rate. The pains disappeared, but the tongue con- 
tinued to enlarge and the patient became progressively weaker. She was read- 
mitted to the hospital in January 1935 and to the medical service of Dr. H. A. 
Reimann, where we first saw her. A tentative clinical diagnosis of amyloid 
macroglossia was made and confirmed by biopsy. 

Examination—The tongue was enlarged to about twice its normal thickness, 
the anterior third being less involved than the posterior portion. It was firm and 
somewhat reddened but not tender. The ability to project the tongue anteriorly 
had been lost. Furrowing was not a prominent feature, but the left border 
showed depressions from pressure of the teeth. No hemorrhage was observed. 
There was no other mucosal involvement in the mouth, but there were nodules 
in the deeper structures of each cheek; these were very firm, painless and about 
1 cm. in diameter. A round, firm plaque was present in the tissue of the lower 
lip several centimeters below the free margin; this was 2.5 cm. in diameter. The 
overlying epidermis was smooth and shiny and fixed to the indurated tissue. 

There was no particular change in the thyroid gland as compared with the 
observations during the previous examination. The veins of the neck were 
definitely dilated. There were physical signs of a left pleural effusion. The 
abdominal conditions had not changed. 

The gynecological consultant described diffuse induration of the clitoris and 
vulva. The vaginal wall was thickened, smooth and tense. The cervix uteri was 
firm and slightly eroded; the corpus uteri was firm, irregular and enlarged to 
the size of a two month pregnant uterus, and there was limitation of mobility. 

Laboratory Examination—The hemoglobin content and blood count were nor- 
mal. There was only occasional albuminuria, and there was no Bence-Jones 
protein in the urine. Roentgen studies demonstrated a large pleural effusion on 
the left and a small amount of fluid at the base of the right lung. <A diffuse infil- 
tration of both lungs followed the bronchovascular tree. Roentgen studies of the 
femurs, humeri, skull and pelvis showed no myelomas or other pathologic changes. 


16. The general aspects of this case will be discussed more completely in a 
report by Dr. H. A. Reimann to be published in the November number of the 
American Journal of Pathology. 
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Course.—Although the patient was weak she was not particularly ill during 
the first ten days in the hospital. There was only a slight daily elevation of 
the temperature. Then fever and pain, tenderness and distention in the lower part 
of the abdomen developed. These signs pointed to a diagnosis of pelvic peritonitis. 
of which the patient died one week later. 

Autopsy Postmortem examination revealed that the immediate cause of deasj 
was generalized purulent peritonitis which apparently resulted from thrombo- 
phlebitis of the left ovarian vein. The mediastinum was firm, and the organs 
were fixed. Amyloid was present in the supporting tissue as well as in the 


vessels. 














Fig. 2—A section showing the depth of amyloid in the musculature of the 


tongue. 


On examination of the heart the chief abnormality appeared to be in the wall 
of the left auricle, which was of a leathery consistency, did not collapse though 


empty and was elastic when bent. The pulmonary vein and its first branches 
were involved in the same process. The wall of the right auricle showed lesser 
changes of a similar nature. Both ventricles appeared normal. Microscopic sec- 
tions showed a rather diffuse replacement of muscle tissue by amyloid. The 


coronary vessels did not seem to be involved. 

Both lungs were firm and edematous; they appeared as if frozen, and when 
cut the alveoli remained open. This was explained in the microscopic sections, 
which showed amyloid diffused through the tissue of the lung, causing thickening 
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alveolar walls; there was a large amount of amyloid in the walls of the 
vessels of all Sizes. 
liver was somewhat enlarged and pale. <A test for amyloid made by 
some of the tissue in acid compound solution of iodine, U.S. P., gave a 


C 


ive result. On microscopic section only vascular involvement was demon- 

d. The spleen had the gross appearance of chronic passive congestion and 
negative reaction to the test for amyloid. The microscopic appearance of 

essels was like that seen in the liver. 

rhe lower portion of the left ureter was involved in the inflammatory process 


h preceded the peritonitis; amyloid was present in its blood vessels. The 


f the bladder was thick and stiff. 
[he uterus was enlarged, and both the cervix and the corpus were very firm; 
vaginal wall was firm and greatly thickened. Microscopically the blood ves- 











Fig. 


tongue. 


sels as well as the muscular tissue of these organs showed the most extensive 
involvement with amyloid deposits, which resembled the changes observed in the 
tongue. 

The thyroid gland was enlarged and showed multiple adenomas; the blood 
vessels were involved by the amyloid infiltration. The pharynx, larynx, trachea 
and upper portion of the esophagus showed no gross evidence of involvement. 
The lower half of the esophagus was thick and firm; large amounts of amyloid 
were seen in the vessels between the muscular layers. The stomach and the 
intestinal tract appeared normal on gross examination, but sections of the wall 
of the small intestine showed vascular thickening between the mucosal and the 
muscular layer. 

The tongue was firm and large. In sections the epithelial layer was normal. 
Large amounts of amyloid were deposited in round and irregular masses in the 
corium, particularly in the lower portion. The blood vessels were thickened, and 
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amyloid was present in the muscular portion of their walls. In the mu 
structure of the tongue the amyloid deposits took the form of the muscle bu: 
apparently the deposition begins between the muscle fibers, pushing them 
and finally replacing them. The blood vessels were greatly thickened. Very 
cellular reaction was observed. The amyloid stained well with gentian viok 
took a darker shade in and around the blood vessels. 


COMMENT 

In this case as in the case previously described the onset was asso- 
ciated with pains in the shoulders and extremities, and macroglossia was 
the first definite sign which might lead to a correct diagnosis. 

In systematized amyloidosis the macroglossia is a most characteristic 
finding. It often appears early, causes difficulty with speech and swal- 
lowing and is painful. The early involvement may give the appearance 
of vesicular lesions at the border of the tongue, which later becomes 
firm, furrowed and fissured. Subepithelial hemorrhages are common. 

In spite of extensive involvement of the muscular tissues of the 
cardiovascular system the symptoms of cardiac disease were not impor- 
tant. The blood pressure was normal, and there was no sign of cardiac 
disease. Vaginal and uterine involvement was easily demonstrable on 
examination ; yet the only symptom was cessation of menstruation four 
months before death. 

Cutaneous lesions were insignificant in this case. There were small 
subcutaneous nodules in the cheeks and in a firm, smooth, shiny plaque 
on the chin. Similar lesions have been described as a scleroderma-like 
amyloidosis in contrast with the papular eruptions which were such inter- 
esting and characteristic lesions in our first patient. 

There was an absence of the purpuric lesions so often seen in patients 


with systematized amyloidosis as a result of ecchymoses or subepithelial 


hemorrhages. The progressive and downward course which character- 
izes extensive amyloidosis was striking in this patient’s history. 

It will be noted that there was in this case conformation to all five 
of Lubarsch’s !° criteria for the diagnosis of systematized amyloidosis: 

1. Involvement of the large abdominal organs was practically con- 
fined to deposits of amyloid within the walls of the blood vessels. 

2. There was involvement of organs usually spared in cases of gen- 
eralized amyloidosis. 

3. Many of the deposits were nodular, and the distribution was that 
for which Strauss used the term vasomuscular in his description of the 
disease. 

4. The atypical staining qualities of this form of amyloidosis were 
again noted. The failure of retention after a test with an intravenous 
injection of congo red might be interpreted as a manifestation of this 
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rty, since the total amount of amyloid in the body should have 


sufficient to result in retention of the dye by the tissues. 
There was an inability to demonstrate any of the usual causes of 
Hyperthyroidism was present, but this 


sive deposits of amyloid. 
The only 


se has not been regarded as a cause of amyloidosis. 
nce of infection was the peritonitis which was the immediate cause 


eath. 





PACHYONYCHIA CONGENITA 
REPORT OF A CASE 


ANTON W. SOHRWEIDE, M.D 


SYRACUSE, N.Y. 


In 1906 Jadassohn and Lewandowsky ' described in “Ikonographia 
dermatologica” a cutaneous rarity that they believed to be an unclassi- 
fied dermatosis, a disease sui generis to which they gave the name 
pachyonychia congenita. This original paper had the subtitle “Keratosis 
Disseminata Circumscripta, Tylomata and Keratosis Linguae.” A review 
of the earlier literature reveals nothing apparently similar, and though 
the entity is one with a definite clinical picture it is not well known, 
probably because it is infrequently mentioned in the standard dermato- 
logic works. Only a few reports of genuine cases of pachyonychia 


congenita can be found in the American literature. The cases described 


by Howard Fox? in 1928, by Andrews * in 1929 and by Diazo* in 


1934 fulfil the clinical requirements of the disease. Perhaps cases are 
occasionally encountered in every clinic that pass undiagnosed, but in 
the available American literature these three reports afford the only 


basis for comparative study with the case reported here. 


REPORT OF CASE 

On Oct. 16, 1933, I. S., a healthy boy 8 years of age, the son of healthy 
Jewish parents, was admitted to the Stuyvesant Square Clinic because of thicken- 
ing of the nails of the hands and feet and an eruption on the feet and ankles. 
The mother stated that the cutaneous manifestations were not evident until the 
age of 18 months, at which time there developed bilaterally about the ankles two 
or three moderate-sized bullae with clear contents, and that from this time the 
lesions as described were more or less constantly present, with marked exacerba- 
tion each summer. Two other children were well in every respect. There were 
no other irregularities in the patient’s history. 


From New York Skin and Cancer Hospital, service of Dr. Binford Throne. 

1. Jadassohn, J., and Lewandowsky, F., in Neiser, A., and Jacobi, E.: Ikono- 
graphia dermatologica, Berlin, Urban & Schwarzenberg, 1906, p. 29. 

2. Fox, Howard, cited by Andrews and Strumwasser.* 

3. Andrews, G. C., and Strumwasser, S.: Pachyonychia Congenita, New 
York State J. Med. 29:747 (June 15) 1929. 

4. Diazo, F. A.: Pachyonychia Congenita Jadassohn: A Variety of Ich- 
thyosis (Pachyonychia Ichthyosiformis) Involving Chiefly the Nails, Arch. 


Dermat. & Syph. 30:218 (Aug.) 1934. 
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Physical examination revealed that in addition to the “blisters” there 
irregular patchy areas of hyperkeratosis cushion-like about both heels and 
plantar surfaces of all the toes. The bullae on the left foot were dist 
about the heel, that just below the left inner malleolus being 134 inches (4.4 
wide and 3 inches (7.6 cm.) long. On the right foot a bulla of similar siz 
present in the same location, but in addition there was a small straw-colored 
about 1% inches (3.7 cm.) long around the distal border of the third and 
toes. The contents of the bullae were sterile on culture. There was hyperhid 


of the palms and soles. 


~ 


Fig. 1—Photograph showing maceration about the heels, knee and legs. Not 


the separation of the lesion on the right ankle and the bullet-shaped plugs in 


relief on the left knee. 


A nutmeg-grater-like area of keratosis pilaris was present on the anterolateral 
aspect of the legs in their central portion, the distinct, horny, bullet-shaped plugs 
being diffusely scattered. On the knees was a marked area of follicular keratosis, 
some of the plugs being from 2 to 3 inches (5 to 7.6 cm.) in diameter. Both 
elbows showed changes identical to that noted on the knees, together with occa- 
sional elevated, vesicular papules containing a gray-yellow plug; about the base 
of some of the papules there was moderate erythema. On the extensor surfaces 


were 


of the arms and forearms irregular patches of the same type of keratosis 
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Photograph showing the lesions on the ankles and thickening of the 


t4 


Fig. 3—Photograph showing a characteristic lesion on the knee and a front 
of the thickened toe-nails. 
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present as were seen on the legs, and though distinct they were not as prominent 
as those on the elbows and knees. 

The changes in the nails were striking and characteristic. The free margin 
was from 7 mm. to 1 cm. in diameter. In all the nails the color was slightly 
darker than normal, and in some, particularly on the thumb and index fingers. 
the thickened portion was dark yellow-gray. The luna was absent in the bases 
of all the nails, and viewed dorsally rugae were seen running in a longitudinal 
direction from the nail bed to the free margin. The nails were arched in the 
center, and the underlying cuticle was firmly pressed against by the hypertrophied 
nail to form a small knoblike tab of flesh at the distal margin. There was no 
impairment of the circulation or of the fine movements of the ends of the fingers. 


| 


¥ 


4 


is 


Fig. 4—Photograph showing scattered papules about the elbows and thickened 


finger-nails. 


The skin over the nose showed nothing abnormal, in contrast to the case pre- 
sented by Jadassohn in which occasional follicular plugs were noted diffusely 
spread over the nose, glabella and lower part of the forehead. 

A feature found in all previously reported cases was duplicated in our own. 
The tongue in the entire posterior two thirds was crossed irregularly by whitish 
striations limited by the margin of the tongue and heavily coated with a grayish- 
yellow film. This coating was firmly adherent and could not be removed by liit- 
ing or abrasion. 

The scalp was clean. 

Observations at biopsy agreed essentially with those of previous investigators. 

Since in none of the available literature was there a report of studies of endo- 
crine function or of the blood in a case of pachyonychia congenita, investigation 
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rected along these lines. On October 16 the patient’s basal metabolic rate 
21.9, suggesting a possible endocrine deficiency. On October 18, an exami- 
of the blood for the retention of heavy metals, according to the method of 
Myers of the Stuyvesant Square Hospital, recorded the following values: 

0.093 mg. per hundred cubic centimeters; solids, 2.06 mg., and_ lead, 

Examination of the urine revealed specific gravity, 1.024; solids, 4.75 
er hundred cubic centimeters, and arsenic, 0.081 mg. On November 3 
ination of the blood three and a half hours after a meal revealed: sodium 
ide, 503.3 mg. per hundred cubic centimeters; sugar, 117 mg.; urea nitrogen, 
o.: uric acid, 2.24 mg., and carbon dioxide, 61.1 cubic centimeters. 


Fig. 5—Photograph showing keratotic plugging and crusted wet lesion about 
the elbow and a lateral view of the thickened finger-nails. 





“ 
Fig. 6.—Photograph showing the thickened finger-nails. 


As revealed by the examinations, arsenic was present in relatively 
small amounts both in the blood and in the urine. Further experi- 


mentation on patients with proved cases of pachonychia congenita might 


demonstrate the importance of this observation with reference to the 
production of general symptoms. The reasons for anomalous growth 
are many; most frequently it is caused by simple external factors such 
as pressure and both general and local infection. In pachyonychia con- 
genita, however, heredity is a certain factor, and when sufficient data 
have been collected the part played by endocrine dysfunction and arseni- 


cal retention will be settled. 
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COMMENT 
Since the fact is well known that allergic cutaneous manifestations 
are the result not of quantity but of individual sensitivity to certain 
substances, the premise is offered that this extraneous metal may be the 


reason for part, at least, of the hyperkeratosis so typical of pachyonychia 


congenita. At any rate, further biochemical study is necessary, for in 
this field of research may lie the answer to the alleviation of this dis- 
tressing condition. 
SUMMARY 

A case of pachyonychia congenita having all the clinical features 
is described. 

Chemical studies, not before reported in such a case, were made on 
the basis of new observations, and possible interpretations were made. 

The opinion is advanced that arsenical retention and endocrine dys- 
function are possible factors in aggravating, if not causing, this condi- 


tion. 





XANTHOMA TUBEROSUM 


REPORT OF FAMILIAL OCCURRENCE WITH PROBABLE 
CARDIAC LESIONS 


C. GUY LANE, M.D. 
BOSTON 


AND 


JOSEPH GOODMAN Jr, M.D. 
BALTIMORE 


In 1930 a review of the literature by Wile and Duemling * revealed 
only fourteen instances of familial occurrence of xanthoma tuberosum. 
In 1933 a review by McGraw * revealed only seven patients with onset 
of xanthomatosis before puberty plus proved or suspected cardiac lesions. 
It seems worthwhile, therefore, to report the following cases. 


REPORT OF CASES 


Case 1.—History.—C. S., a Virginia-born shoe repairer 42 years old, came to 
the outpatient department of the Massachusetts General Hospital in October 1932 
with a complaint of blurred vision. Examination in the eye clinic revealed xanthom- 
atous plaques on the eyelids, for treatment of which he was sent to the dermato- 
logic clinic after the refractive error had been corrected. 

The father died at the age of 39 of pulmonary tuberculosis and the mother at 
the age of 56 of a “stroke.” Four sisters were living and well. One sister died 
at the age of 14 months and one brother at the age of 8 months, both of unknown 
cause. No other member of the family was known to have cutaneous lesions 
similar to those of the patient. 

The patient had been married ten years. His wife, aged 35, was living and 
well, had no lesions similar to those of the patient and knew of no one in her family 
who had them. Two children were living, one 8 years old, with no cutaneous 
lesions, and the other 7 years old, with lesions similar to those of the patient. A 
twin of the 7 year old child died at the age of 3 years of “convulsions.” There 
had been one miscarriage after the birth of the three children. 

The patient had had the usual diseases of childhood but had not had scarlet 
fever or diphtheria. He had rheumatism in all the joints, but especially in his 
knees, at the age of 25 and repeatedly in slight attacks since that time. At the 
age of 27 he was told that he had cardiac disease. At the age of 28 he had 
influenza. He had had varicose veins for twenty years. His general health had 
otherwise been excellent. He had had no symptoms of cardiac insufficiency, and 
he had never been jaundiced. There was no history of venereal disease. 


From the Service of Dr. E. L. Oliver, Department of Dermatology and 
Syphilis, Massachusetts General Hospital. 
1. Wile, U. J., and Duemling, W. W.: Familial Xanthoma, Arch. Dermat. & 
Syph. 21:642 (April) 1930. 
2. McGraw, A. B.: Juvenile Xanthoma Multiplex, Am. J. Cancer 18:345 
une) 1933. 
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At the age of 21 the patient sustained an injury to his right knee. Six m 
later several small yellowish nodules appeared on the knee and grew slowly, gra; 
ally becoming confluent. Two years later similar lesions appeared on both elb 
which were being bruised frequently in military maneuvers. Tumors gradi 
appeared on the left knee, the buttocks, the eyelids, the right wrist, the back nd 
the upper portion of the arms. Tumors also appeared subcutaneously on the backs 
of the third and fourth fingers of each hand, over both tibial tuberosities and over 
both achilles tendons. Portions of the tumors on the left elbow and knee were 
broken off several years previously by trauma. The lesion on the right wrist 
appeared in the scar of a gunshot wound eight years after infliction of the wound. 
The lesions on the eyelids appeared while the patient was working in a dusty 
atmosphere, when he frequently rubbed his eyes. The lesions had never bothered 
him in any way. He believed that new ones were still appearing. 

Physical Examination—Examination showed the patient to be well developed and 
well nourished and apparently in excellent health. Both eyelids were thickly coy- 
ered with orange-colored elevations. The skin presented many orange to brown- 
ish, rubbery, raised, circular, nontender lesions in the sites previously mentioned. 
They varied from 1 mm. to several centimeters in diameter. On the elbows and 
knees the lesions had run together, forming large, irregularly shaped masses 
which on the left had been traumatized, with removal of large portions of tumor 
(fig. 1). There were subcutaneous tumors about 1.5 cm. in diameter on the exten- 
sor tendon sheaths of the third and fourth fingers of each hand. There were 
several large tumors (from 2 to 3 cm. in diameter) over both achilles tendons and 
small tumors (1 cm. in diameter) over both tibial tuberosities (fig. 1). The skin 
was freely movable over these subcutaneous tumors which were firmly adherent 
to underlying structures. 

The pupils were equal and regular and reacted normally to light and in accom- 
modation. The sclerae were of normal color. The heart was enlarged to the 
left. The rhythm was regular, and the sounds were of fair quality. There was 
a moderately loud systolic murmur at the apex. No thrills were felt. The lungs 
were clear. The liver and spleen were not palpable. There were a few varicosities 
on each leg below the knees. There was no peripheral edema. 

At the time of the patient’s first visit the serum cholesterol was found to be 
431 mg. per hundred cubic centimeters * (not fasting). The Hinton test was nega- 
tive. When seen again a few weeks later the serum cholesterol after fasting was 
364 mg. per hundred cubic centimeters, the blood sugar, 98 mg., and the Hinton 
and Wassermann reactions negative. A specimen of a large lesion on the right 
elbow was taken for biopsy, and a small lesion (3 mm. in diameter) was removed 
intact from the back. The pathologic report is given with the report of case 2. 
The patient has not been seen since that time. 

CasE 2.—History.—E. S., the 7 year old daughter of the patient in case 1 was 
brought to the clinic at our request. When it was found that she had lesions 
similar to those of her father and in addition a cardiac lesion, she was referred 
to the pediatric clinic and to the house pediatric service for study. 

The patient weighed 5 pounds (2,267 Gm.) at birth and was one of twins. 
She was not a blue baby. She developed normally. The tonsils and adenoids 
were removed at the age of 3 because of repeated sore throat, with relief. The 
patient had pertussis at 4 and measles at 6 and was vaccinated at 5. She had not 
had rheumatism or jaundice. 


3. All determinations of cholesterol were made according to Bloor’s method. 
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the age of 3, small yellowish papules were first noted on the patient’s skin. 

. grew slowly, and new ones appeared from time to time. In addition, since 

age of 4 years the patient had complained of pain in the left shoulder and over 

‘recordium, especially after exertion. Her complaint had been somewhat more 

rent in the previous year than before. The pains were aching pains, not 

re, lasting from ten minutes to several hours. She had had moderate dyspnea 

exertion for about a year. There had been no cough, hemoptysis, cyanosis or 
swelling of the ankles. 

Physical Examination—The patient was a well developed and well nourished 

girl whose skin presented numerous yellow to orange, firm, raised, circular, non- 

tender lesions, mostly on the extensor surfaces of the arms (especially at the 


| 


Fig. 1 (case 1).—Photograph showing the large lesions on the elbows and 


knees. Portions of the lesions on the left elbow and knee have been removed by 
trauma. Note the subcutaneous tumor over the right tibial tuberosity. 


elbows), on the knees, on the buttocks and on the backs of the thighs. There were 
a few subcutaneous nodules on the right forearm. The lesions varied from the 
size of a pinhead to 2.5 cm. in diameter. On the elbows, knees and buttocks they 
were conglomerate. About and in a vaccination scar on the left deltoid region was 
a yellowish, indurated, slightly raised area of xanthomatous infiltration, extending 
from 1 to 2 cm. beyond the limits of the scar. 

The pupils were normal. The sclerae were not icteric. There were no lesions 
on the eyelids. There were a few carious teeth and a few small, shotty cervical 
and inguinal lymph nodes. There was a slight functional scoliosis. Cardiac 
examination revealed the maximum apex impulse to be in the fourth intercostal 
space in the nipple line. There was no enlargement to the right. The heart rate 
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was 90. The first sound was everywhere replaced by a rumbling murmur, m:xj- 
mal at the top of the sternum, heard over the entire thorax. The second s ind 
was loud and snapping, louder at the aortic than at the pulmonic area. There Was 
a marked systolic thrill over the carotid arteries. The results of determinat ns 
of blood pressure were: right arm, 155 systolic and 95 diastolic; left arm, 150 
systolic, 90 diastolic; right leg, 150 systolic, 75 diastolic, and left leg, 150 systolic. 
80 diastolic. There were no cyanosis, intercostal pulsation, clubbing of the fingers 
or peripheral edema. The liver and spleen were not palpable. Otherwise physical 
examination gave negative results. 

Roentgen Examination—The roentgenograms of the chest were made at a dis- 
tance of 7 feet (213 cm.). The heart shadow was slightly enlarged downward and 
to the left in the region of the left ventricle. There was also some prominence 
of the pulmonary conus. The aorta was in normal position. As far as could be 
determined there was no displacement of the esophagus. The pulmonary fields 
were clear. The diaphragm was in the usual position and sharply outlined. There 
were no mediastinal masses. The measurements were: 2.5 cm. to the right of 
the midsternal line and 6.5 cm. to the left, great vessels, 4.5 cm., and internal 
diameter of the chest, 17.4 cm. 

Roentgenograms of the skull revealed nothing of interest. 

The electrocardiogram showed no abnormality. 

Laboratory Examination—The urine was normal. Examination of the blood 
revealed: red cells, 5,400,000 per cubic millimeter; hemoglobin, 75 per cent (Tall- 
qvist) ; white cells, 13,500, with polymorphonuclears, 66 per cent, lymphocytes, 27 
per cent, and monocytes, 7 per cent. There was moderate achromia. The platelets 
were normal. In the outpatient department it was found that the blood sugar after 
fasting was 80 mg. per hundred cubic centimeters, the serum cholesterol after fasting 
was 806 mg., and the Hinton test was negative. On the day after admission to the 
hospital the nonprotein nitrogen was 23 mg. per hundred cubic centimeters, the 
serum cholesterol after fasting, 961 mg., and the serum protein, 7 Gm. Four days 
later the serum calcium was 10.15 mg. and the serum phosphorus, 4.7 mg. The 
basal metabolism was normal. Reactions to tuberculin in dilution of 1: 1,000 and 
1: 100 were negative. 

Course—The patient was under observation in the ward for one week. She 
was seen in consultation by Dr. Paul D. White, who wrote, in part, as follows: 
“Aortic or subaortic stenosis fits all the findings better than any other cardiac 
or vascular diagnosis. Such a lesion may be congenital, it may be rheumatic in 
origin, but it may well be caused by xanthomatosis of the aortic valve or the left 
ventricular endocardium just below the valve.” 

3efore discharge a specimen was taken for biopsy from a lesion on the right 
forearm. The pathologic report for case 1 and case 2 was made in one note. The 
specimens from the father were a yellowish nodule 3 cm. in length and an elliptic 
piece of skin 2 cm. in length having a yellowish nodule 3 mm. in diameter on its 
surface. That from the daughter was a yellowish, firm nodule 1 cm. in diameter, 
just underneath the surface of the skin. The specimens were similar in appear- 
ance. In each instance there was a fairly well circumscribed mass of foam cells 
embedded in a stroma of varying density. In some areas in the father’s tumor 
small fibrous areas suggestive of neurofibroma were noted, which were free from 


fat deposits. The diagnosis was xanthoma (fig. 2). 
Case 3.—D. S. was the 8 year old daughter of the patient in case 1 and a sister 
of the patient in case 2. This child was brought for examination at our request. 


She presented no cutaneous lesions. There were no signs of cardiac disturbance. 
The cholesterol content after fasting was 430 mg. per hundred cubic centimeters. 
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Fig. 2 (case 2).—Photomicrograph showing a collection of foam cells just 


beneath the considerably thinned epithelium. 
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COMMENT 

Two cases are reported of a father (age of onset, 21 years) and 
daughter (age of onset, 3 years) with lesions of the skin and tendon 
sheaths proved by biopsy to be xanthoma. Both patients showed 
definite evidence of organic cardiac lesions. The serum cholesterol 
was elevated in both. Xanthelasma was present in the father. A second 
daughter had elevated values for serum cholesterol without showing 
evidence of xanthomatosis. 

Although not proved to be of xanthomatous origin, the cardiac 
lesions in the two patients are of considerable interest. The father 
had an acute rheumatic episode at the age of 25, and the daughter had 
a history of repeated sore throat and attacks of tonsillitis until 3 years 
of age. Fox+ and Burns °® have reported cases of xanthoma with car- 
diac lesions and a definite history of rheumatic fever. In Burns’ report 
it was suggested that the process might involve the aorta and large 
vessels. That xanthomatous plaques do occur on the auricular and 
ventricular endocardium, on the heart valves, in the aorta and in the 
large vessels (including the pulmonary arteries) has been established 
definitely at autopsy. This distribution coincides in general with the 
distribution of rheumatic lesions. Our patients might have had cardiac 
lesions without xanthomatosis, but it seems to us reasonable to presume 
that foam cells might appear in rheumatic scars as well as in cutaneous 
scars, of which we have two examples in these cases, since the father 
had a tumor in the scar of a gunshot wound and the daughter, a large 
infiltration in and about the scar of a vaccination, done at the age of 
5 years. 

Wile and Duemling* reported six cases in which cardiac lesions 
were present with involvement of the mitral valve. Assuming that 
rheumatic infection is at the basis of cardiac lesions in xanthomatosis, 
this is in accord with the greater frequency of rheumatic lesions at the 
mitral valve as compared with those in the aortic valve. That the 
mitral valve is not the only seat of such lesions, however, was demon- 
strated in our case 2 as well as in the case of Lehzen and Knauss,° 
who found at autopsy deposits on the mitral valve, in the pulmonary 
and coronary arteries, in the aorta and in the carotid arteries. Balzer‘ 

4. Fox, T. C.: A Case of Xanthelasma Multiplex, Lancet 2:688 (Nov. 8) 
1879. 

5. Burns, F. S.: Contribution to the Study of the Etiology of Xanthoma 
Multiplex, Arch. Dermat. & Syph. 2:415 (Oct.) 1920. 

6. Lehzen, G., and Knauss, K.: Ueber Xanthome multiplex, planum, tuber- 
osum, mollusciforme, Virchows Arch. f. path. Anat. 116:85 (April) 1889. 

7. Balzer, F.: Recherches sur les caractéres anatomiques du xanthélasma, 
Arch. de physiol. 4:65, 1884. 
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' Jesions at autopsy on the auricular and ventricular endocardium 


8 


m the columnae carneae. Poensgen* reported the case of a boy 


{2 with aortic stenosis. Pollosson’s * patient had a systolic murmur 


heard at the base. Low '® reported the case of a girl aged 11 in 
n the systolic murmur was best heard at the aortic area and was 
smitted upward over the carotid arteries as well as over the entire 
rdium. Burns’® patient had signs of mitral and aortic involve- 

with transmission of a systolic murmur upward over the right 
tid artery. Of interest also is Hess’ more recent brief report '' of 
) year old girl with xanthoma tuberosum who died suddenly of 
liac failure. At autopsy xanthomatous infiltration was found 
ughout the aorta and the carotid arteries. 

\Ithough cognizant of the desirability of carrying out detailed 
studies of the lipoid metabolism of these patients, we have been unable 
to make such studies. Our case 3, occurring in a girl aged 8 years, 
without lesions but with an elevated value for serum cholesterol, may 
represent @ situation as yet unreported so far as we know which seems 
to be possible according to the theories of Schaaf,’* Schaaf and Werner ** 
and Bloch,’* namely, a rise of all the values for the lipoid elements in 


the blood as a result of the underlying disturbance of metabolism 


which is responsible for xanthomatosis, but in such proportions that 
no disturbance of the lipoid equilibrium results. This equilibrium may 
be upset later in life with subsequent appearance of cutaneous lesions. 


SUM MARY 


Two cases of generalized xanthomatosis are reported, in a father 
and daughter, both with cardiac lesions, one with a history of an acute 
rheumatic attack and the other with a history of repeated sore throat 
and tonsillitis. 

8. Poensgen, A.: Mittheilung eines seltenen Falles von Xanthelasma multi- 
plex, Virchows Arch. f. path. Anat. 91:350, 1883. 

9. Pollosson, A.: Tumeurs xanthélasmiques, Lyon méd. 63:311, 1890. 

10. Low, R. C.: Xanthoma Tuberosum Multiplex with Lesions in the Heart 
and Tendon Sheaths, Brit. J. Dermat. 22:109 (April) 1910. 

11. Hess, O.: Allgemeine Xanthomatose, Herztod infolge schwerer Verander- 
ungen des Gefass-Systems, Mtinchen. med. Wchnschr. 81:579 (April 13) 1934. 

12. Schaaf, F.: Der Lipidstoffwechsel (mit besonderer Beriicksichtigung der 
Xanthombildung), Zentralbl. f. Haut- u. Geschlechtskr. 35:1 (Oct. 20) 1930; 
35:193 (Nov. 5) 1930. 

13. Schaaf, F., and Werner, A. J.: Die Pathogenese der Xanthoma: Die 
Beziehung von Cholesterin-, Phosphatid-, und Gesamtfettgehalt des Blutes zur 
Entstehung der Xanthome, Arch. f. Dermat. u. Syph. 162:217 (Dec. 18) 1930. 

14. Bloch, B.: Metabolism, Endocrine Glands and Skin Diseases, with Special 
Reference to Acne Vulgaris and Xanthoma, Brit. J. Dermat. 43:61 (Feb.) 1931. 
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It is suggested that rheumatic scarring may result in secondary 
xanthomatous deposits on the endocardium, just as trauma results jin 
deposits on the skin. 


A third case is reported, occurring in a child in the same family, 


with an elevated value for serum cholesterol but without cutaneous 
lesions. It is suggested that this child may have had the underlying 
fault in metabolism, but the various lipoid values may have risen mw 
such proportion that the equilibrium was maintained and no deposits 
resulted. 


416 Marlborough Street, Boston. 





CLINICAL SPECTROSCOPY 
DVANTAGES AND PHYSICAL PRINCIPLES OF THE SPECTROGRAPH 
AND TECHNIC IN TAKING SPECIMEN FOR BIOSPECTRO- 
METRIC ANALYSIS 
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Clinical spectroscopy 1s a new method of attack in biologic research. 
This method has supplanted the usual analytic procedures by the use 
of an instrument that gives both qualitative and quantitative data in one 
analysis, namely, the spectrograph. The analysis of connective tissue 
for metallic constituents furnishes data of more clinical significance 
than the usual analysis of excretory products for toxic metals... As a 
means of identifying this test we coined the word “biospectrometric.” 
By this term we designate a qualitative and quantitative analysis for 
the metallic constituents in differentiated and undifferentiated mesoderm. 

From the New York Skin and Cancer Unit, New York Post-Graduate Medi- 
cal School and Hospital, Columbia University, Dr. George Miller MacKee, 


Director. 

1. Gaul, L. E., and Staud, A. H.: (a) Clinical Spectroscopy: A Spectrometric 
\nalysis of Biopsy Specimens Obtained from Cases of Plumbism and Workmen 

Daily Contact with Lead Paints, J. Nerv. & Ment. Dis. 81:265 (March) 
1935; (b) Clinical Spectroscopy: A Study of Biopsy Material Taken from Patients 
Receiving Gold Sodium Thiosulphate, Arch. Dermat. & Syph. 28:790 (Dec.) 1933; 
(c) Clinical Spectroscopy: A Study of Biopsy Material from Patients Who had 
Received Intravenous Injections of Silver Arsphenamine, ibid 30:433 (Sept.) 1934; 
Clinical Spectroscopy: Seventy Cases of Generalized Argyrosis Following Organic 
and Colloidal Silver Medication Including a Biospectrometric Analysis of Ten 
Cases, J. A. M. A. 104:1387 (April 20) 1935; (d) Clinical Spectroscopy: The 
Quantitative Retention of Nickel in Psoriasis, Arch. Dermat. & Syph. 30:697 
(Nov.) 1934; (e) The Quantitative Distribution of Gold in the Body or Its Physio- 
pathologic Retention as a Reciprocal of the Capillary System, ibid., to be published ; 
f) The Quantitative Distribution of Silver in the Body or Its Physiopathologic 
Xetention as a Reciprocal of the Capillary System, ibid., to be published; (g) The 
Quantitative Distribution of Lead in the Body or Its Physiopathologic Retention 
as a Reciprocal of the Capillary System, New York State J. Med. 35:621 (June 
15) 1935. (h) Neal, J. B.; Appelbaum, E.; Gaul, L. E., and Masselink, R. J.: 
An Unusual Occurrence of Thallium Poisoning: Seven Members of a Family 
Affected with Five Fatalities: Diagnosis Established by Means of Spectrographic 


( 
] 
( 


Analysis, ibid., to be published. 
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The dermal biopsy specimen is obtained with a 0.47 cm. punch 
weighs approximately 0.025 Gm. The technic is as follows: 

The site for taking the specimen is the area over the suprapatellar pad | 
because the samples are more uniform in quantity. This area is cleansed with 
an alcohol sponge. The central part, about the size of a dime, is infiltrated syb- 
cutaneously with a 2 per cent solution of procaine hydrochloride specially prepared 
with metal free sterile water and kept in a pyrex bottle. The blanched area js 
then cleaned with acetic acid, 20 per cent (chemically pure), and dried centrally 
with a sterile cotton applicator. During the preparation of the site each patient 
is questioned concerning the presence of bleeders in the family. The dermal 
punch is made of carbon steel of a high degree of purity and measures 0.47 cm. It 
is specially flanged in order to govern the depth of penetration. After removal of 
the specimen the wound is painted with compound solution of iodine, and a small 
pressure bandage is applied. The instruments—punch, forceps, scissors, hypo- 
dermic needle (carbon steel) and Luer syringe (2 cc.)—are cleaned after each 
operation with cotton applicators moistened with acetic acid, 20 per cent solution, 
and alcohol, 70 per cent, and dry sterilized in a small pyrex dish. Nothing touches 
the specimen except the platinum forceps used in placing it in the crater of the 
lower graphite electrode of the spectrograph. The electrode is placed in a small 
test tube and corked. The specimen can be analyzed at one’s convenience. 

The recent interest in the spectrograph as an analytic instrument 
originated from the frequent failures of chemical methods to ascertain 
correctly the reason why materials failed in service after they had been 
shown by chemical analysis to satisfy the requirements of composition. 
Only by spectrographic analysis were many of these failures traced to 
the presence of impurities which had been entirely missed by chemical 
analysis. The spectrographic method of analysis led to the discovery 
of thallium, indium, gallium and helium, as well as of the important 
role which impurities frequently play in altering the physical properties 
of materials. The inability on the part of chemical methods to detect 
impurities in a sample may be attributed to the following factors: 

1. When an element is a major constituent of a compound or an 
alloy, for all practical purposes the chemical method can produce com- 
plete precipitation of it for quantitative determination. However, if the 
same element is present as an impurity (0.1 per cent or less), the pre- 


cipitant used in this method may give no indication of the presence of the 


element because sufficient solvent is present to dissolve that amount of 
precipitate. In other words, the factor of solubility is high enough to 
prevent the formation of any precipitate. 

2.: Moreover, when the major constituents must be precipitated 
before the impurities can be segregated, all or part of the impurities 
may be lost in these chemical operations, since impurities are frequently 


absorbed or occluded by precipitates. 
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Furthermore, if a precipitate has been obtained and is thought 
the impurity for which the sample was tested, the result cannot 
nsidered positive because there are many cases on record in which 
recipitate was proved to contain an entirely different element or 
adly contaminated. Recently in our own work, a precipitate sup- 


lly one of aluminum actually was composed entirely of chromium. 


(he spectrograph is primarily an optical instrument for the analysis 

eht. The process by which this is accomplished may be explained 

iid of the diagram in figure 1. 

When the light radiating from its source passes through the slit (S$) 
and is projected onto the prism as parallel beams of light by the colli- 
mating lens (A), each heterogeneous beam of light is refracted into its 
component colors by traversing the prism (P). These various-colored 
components after emerging from the prism are focused by the converg- 
ing lens (O) onto the plate, on which each color in the original source 
of light is recorded photographically as a separate image of the slit. 


Light source 


Fig. 1—Diagram of spectrograph. 


If, as one may assume, only three colors—red, green and blue—are 
present in the source of light, three images of the slit will be formed 
in these colors. If more than these colors were present in the source 
of light, correspondingly more images of the slit would have been 
recorded. The sum total of all these images is called a spectrum. The 
developed photograph of the spectrum is called a spectrogram. The 
word “biospectrogram” has recently been introduced to define the spec- 
trum obtained by burning a biopsy specimen taken with a 0.47 cm. punch 
and weighing approximately 0.025 Gm. 

The images of the slit previously described as registered in colors 
are actually the photographic records of individual waves of light which 
have a definite wavelength. The wavelengths of light are expressed 
in angstrom units, each one of which is equal to 0.0000001 mm. For 
example, the double D-lines or yellow lines of sodium have wavelengths 
of 5,890 and 5,896 angstroms, which means that their length expressed 
in millimeters is 0.0005890 and 0.0005896. 
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Although the optical spectrum extends from approximately 200,009 
to 100 angstroms, only a small part of this is visible. The visible radj- 
ations may arbitrarily be classified in the following manner: 


Wavelengths, 
Visible Radiations Angstroms 
Total range 7,700—3,900 
7,700-6,200 
Orange 6,200—5,900 
USE gan .'o: Sn sia ot e's 0nd 4 BRIS BIRR ea lal el hints 5 a 
Wels W-RTEON aoc sco sc doaok FA Si iis caw ode eee eee 
OS a Ten! PEL AERMCMOREERE CT 
Bie 0 OOR sols once bbe Seeds cece veash <ee 
4,700-4,300 
Violet 4,300—3,900 


The part of the spectrum with wavelengths of from 3,900 to 2,000 
angstroms may be termed the region of near ultraviolet radiation and is 
invisible to the eye. This region of ultraviolet radiation is used almost 
exclusively for spectrographic analysis. Because glass is opaque to 
ultraviolet rays it is necessary to have a spectrograph equipped with 
optical lenses and prisms of quartz for spectrochemical work. 

Since the spectrograph can resolve a source of light into its com- 
ponents, the next step is to show how this effect has been utilized in 
practice. It is a fortunate characteristic of an element that when caused 
to emit light in a vaporized condition it gives rise to a perfectly definite 
spectrum which is peculiar to itself. From this it is obvious that the 
spectra of different elements can be differentiated by the position and 
number of their spectral lines. The spectral lines of an element always 
have the same wavelengths. Moreover, the appearance of a few spectral 
lines of an element is therefore certain evidence of the presence of this 
element in the source of light in the form of vapor. 

Since the presence of an element in a source of light can be detected 
if only two or three of its spectral lines are present in the spectrum, 
these last lines of the element are the most sensitive, and they are asso- 
ciated with the last trace of that element in the source of light. For 


spectrochemical analysis there has been compiled a table of the most 
sensitive lines for each element. After the location of these sensitive 
lines for all the elements has been established for any one spectrograph, 
the examination of a spectrogram for evidence of the various elements 


resolves itself into discovering which of these sensitive lines are present. 

These brief statements concerning spectrochemical analysis will 
enable one to follow more readily the analytic procedure by which tissue 
is analyzed. The sample of tissue in the crater of the graphite electrode 
is taken from the test tube with platinum-covered forceps and placed 





GAUL-STAUD—CLINICAL SPECTROSCOPY 389 


electrode holder as the lower electrode. Directly above the lower 
rode is another graphite electrode held in the electrode holder, as 
-n in figure 2. By means of the knurled head the upper electrode 
e raised or lowered. The electrode holder is connected to an elec- 
circuit, as shown in figure 3. An arc is struck between the elec- 


des by lowering the upper electrode until it comes in contact with 


lower electrode, which has been specially cratered to accommodate 
biopsy specimen. The upper electrode is then raised about 3 or 
m. The resistance is regulated so that a current of 5 amperes is 
ing through the circuit. The arc is burned for three minutes. 








Fig. 2.—Electrode stand. 


Before the are is started, the electrodes have been placed in line 
with the optical axis of the spectrograph, and while the are is burning 
the light emitted by it is registered on a photographic plate. During the 
burning of the are the specimen of skin is vaporized, and all the ele- 
ments present in the sample emit their characteristic radiations. After 
the plate has been developed, washed and fixed under standardized 
conditions, the biospectrogram is examined for metallic constituents. 

The examination of the biospectrogram reveals the various metallic 
elements present in the biopsy specimen, or funishes the qualitative data 


of the analysis. In order to determine the quantity of each element 
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present it is necessary to measure the density of the characteristic 

for the respective elements. The best way to describe this proce 
which furnishes the most significant data of the analysis since it estal- 
lishes a normal or an abnormal quantitative retention of the various 
metallic elements, is to give step by step the method for determining the 
quantity of lead present in the biopsy specimen, as described in an earlier 
paper.“ A similar procedure is used for determining the quantity of 
gold,’” silver,’® nickel *¢ and lead in the biopsy specimen. 

The first step in this procedure is the preparation of a series of 
standard solutions, the concentrations of which range from 0.000000001 
to 0.00001 Gm. of lead in each 0.04 cc. of solution. Beginning with 
0.000000001 Gm. to 0.04 cc., each successive solution contains ten times 
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as much lead as the previous solution, so that the concentration used 
for each 0.04 cc. of solution is 0.000000001, 0.00000001, 0.0000001, 
0.000001 and 0.00001 Gm. of lead, respectively. When 0.04 cc. of each 
of these solutions is placed on graphite electrodes, evaporated slowly 
to dryness and vaporized, the spectrograms show that the density of 
the lines for lead increases as the amount of lead in the solution 
increases. To arrive at the quantitative estimation of the content of lead, 
silver, nickel or other metals in a biopsy specimen, the spectrograms of 
the various standard solutions are obtained on the sample plate with 
that of the biopsy specimen under identical conditions. Since the 
density of the respective metallic lines increases with the increase in the 
metallic content of the standard solutions, by comparison of the density 
of the metallic lines given by the biopsy specimen with the density of 
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given by the standard solutions the quantity of metal in the 
e may be estimated by a direct interpolation provided the amount 
etal in the sample lies within the range of concentration of the 

lard solutions and the working range of the photographic plate. 
he comparison of the densities of the metallic lines is made with a 
| type A recording microphotometer, which is an optical instrument 
ioned specifically for investigating spectrograms. The instrument is 
vn in figure 4, and a simplified diagram of its operation, in figure 5. 
spectrogram is fixed on the plate holder (photographic plate in the 
ram). A beam of light from a constant source of light (the incan- 
descent light source in the diagram) is focused on the spectrogram by 
a microscopic objective (shown in the diagram at the left of the plate 





Jp 

















Fig. 4—Microphotometer. 


holder), and the light transmitted by the spectrogram is focused by a 
second objective (shown in the diagram at the right of the plate holder) 
on a thermopile. 

\ thermopile may be considered as an extremely delicate thermo- 
couple which generates voltage whenever the heat rays of light strike 
it. The value of the generated voltage depends on the intensity of the 
beam of light impinging on it. Since the amount of light transmitted by 
a spectral line is inversely proportional to its density, the voltage gen- 
erated by the thermopile gives a relative value for the densities of the 
lines being compared. These voltages are measured by a sensitive mov- 


ing coil mirror galvanometer connected to the thermopile (fig. 5). The 


deflections of the galvanometer are recorded as curves on a smoked 
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revolving drum. The type of curve given by this instrument is shown jp 
figure 6. (The amplitude of the photometric curve is inversely propor- 
tional to the density of the metallic line measured; i. e., the smaller the 
amplitude of the curve the greater the density of the metallic line, or the 
greater the amount of the particular metal present in the biopsy speci- 
men.) The direct comparison of the deflections of the galvanometer wil] 
give the relative densities of the metallic lines under examination. 
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Fig. 6.—Microphotometric curves. 


CONCLUSIONS 

1. This method is one of high sensitivity, and the detection and 
identification of an element are positive. 

2. The method is entirely objective. 

3. The sample or biopsy specimen cannot be contaminated by impure 
chemicals, since no chemical is used in this method. 

4. The amount of skin or connective tissue for a single analysis 
need be no greater than 25 mg. of fresh tissue. 
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[he most diverse elements can be identified simultaneously, 
less of whether their chemical separation is easy or difficult. 


[he biospectrogram gives a complete record of all the metals in 


imple, provided each metal occurs in a concentration greater than 


iallest quantity detectable spectrochemically. 


[he time of analysis of each sample is rarely longer than one 


The biospectrogram forms a permanent record and can be 


<amined at any future time. 





LXXIII—STATE AND LOCALIZATION OF INORGANIC 
SALTS IN THE SKIN AS REVEALED BY EXTRAC. 
TION AND MICRO-INCINERATION 


D. J. KOOYMAN, Ps.D. 


ST. LOUIS 


Inorganic salts are extremely important constituents of the skin and 
of all living protoplasm. The kind and amount of salt in a tissue may 
have a profound effect on its physiologic behavior. Chambers and 
Reznikoff ! have observed interesting effects of different salts on the 
cell membrane, protoplasmic consistency and activity of the ameba. 
Luithlen,? in a study of the replacement of various cations in the skin 


by feeding diets having an acid ash (oats) and diets having a basic ash 
(green stuffs), observed that the inflammatory response of the skin was 
increased by the acid diet and diminished by the basic. From chemical 
analyses he concluded that an increase in the proportion of potassium in 
the skin parallels an increase in the irritability of the skin, while an 
increase in the amount of calcium is associated with diminished irritabil- 
ity of the skin. This concept has in general been confirmed by Klauder 


and Brown,* Toyama and Hayashi,* Hayashi * and Negishi.® Bornstein,’ 


Aided by a grant from the Lambert Pharmacal Co. and an appropriation 
from a grant by the Rockefeller Foundation to Washington University for research 
in science. 

Studies, observations and reports from the Dermatological Department of the 
3arnard Free Skin and Cancer Hospital and the Departments of Anatomy and 
Dermatology of the Washington University School of Medicine, service of 
Dr. M. F. Engman and Dr. W. H. Mook. 
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I. The Action of the Chlorides of Sodium, Potassium, Calcium and Magnesium on 
the Protoplasm of Ameba Proteus, J. Gen. Physiol. 8:369, 1926. 

2. Luithlen, F.: Veranderungen des Chemismus der Haut bei verschiedener 
Ernahrung und Vergiftungen, Arch. f. exper. Path. u. Pharmakol. 69: 365, 1912. 

3. Klauder, J. V., and Brown, H.: Experimental Studies in Eczema: II. A 
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4. Toyama, I., and Hayashi, H.: Studies on Lacquer Dermatitis, Jap. J. M. 
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5. Hayashi, H.: Experimentelle Studien iiber die Empfindlichkeit der Haut 
gegen dussere Reize, Jap. J. M. Sc. Tr., XIII, Dermat. & Urol. 1:95, 1927. 

6. Negishi H.: Ueber den Gehalt der fixen Alkalien im K6rper, Jap. J. M. 
Sc. Tr., XIII, Dermat. & Urol. 2:1, 1927. 

7. Bornstein, K.: Beitrag zum Mineralstoffwechsel der Haut: Calcium-und 
Kaliumbestimmungen in der Haut von Mausen nach saurer bzw. basischer Ernahr- 
ung, Biochem. Ztschr. 172:133, 1926. 
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ver, using white mice instead of rabbits, could find no difference 
calcium and potassium contents of the ash of the skins of animals 

an acid diet and of those given an alkaline diet. 
nalyses of the total ash obviously give no information as to the 
ibution of minerals in the various layers of the skin. The minerals 
ined in the physiologically active cells of the basal layer of the 
epidermis would be those most likely to reflect the true condition of the 


L-; 
SKI 


_ yet these constitute such a small percentage of the total ash that 
marked changes in them might produce no noticeable change in the 
composition of the total ash. The skin has also been shown to be a 
depot for some salts, particularly chlorides... Different proportions of 


evel 


stored salts would, of course, produce variations in the mineral con- 
tent of the skin. This, no doubt, is an explanation for the great variation 
in the mineral content of the skin of apparently normal animals reported 
in the literature. 

Histochemical reactions have been used to demonstrate the presence 
of certain minerals in sections of the skin. Although these procedures 
vive a general idea of the distribution of the particular mineral in the 
tissue, corresponding chemical analyses show that they are inadequate 
and not entirely reliable. For example, Gans and his associates Pak- 
heiser and Schlossman® and Dahn?° concluded from histochemical 


studies that normal epidermis, hair follicles and sweat glands contain 
potassium but little calcium, that the cutis and sebaceous glands contain 


calcium and practically no potassium, and that when the skin is irritated 
calcium migrates into the epidermis. These conclusions were not entirely 
confirmed by the chemical studies of Nathan and Stern,’ Pincussen *” 
and Bohnstedt.'* The latter investigator separated the skin of guinea- 
8. Padtberg, J. H.: Ueber die Bedeutung der Haut als Chlordepot, Arch. 
. exper. Path. u. Pharmakol. 63:60, 1910. 

9. Gans, O.: Ueber den Calciumgehalt der gesunden und kranken Haut, Arch. 
i. Dermat. u. Syph. 145:135, 1924. Gans, O., and Pakheiser, T.: Ueber den 
Calciumgehalt der gesunden und kranken Haut, Dermat. Wchnschr. 78:249, 1924. 
Gans, O., and Schlossmann, H.: Ueber den Einfluss kurzwelliger (ultravioletter ) 
Strahlen auf die Permeabilitat der Haut, Dermat. Wchnschr. 80:469, 1925. 


10. Dahn, W.: Ueber die Calcium-und Kaliumverteilung in der normalen 
Haut, Dermat. Wcehnschr. 82:425, 1926. 

ll. Nathan, E., and Stern, F.: Ueber den Mineralgehalt der Haut unter 
normalen und pathologischen Bedingungen: VI. Ueber Schwankungen im Kalium-, 
Kalzium-, Chlor-und Wassergehalt der Kaninchen- und Meerschweinchenhaut 
bei gleichmassiger Ernahrung und bei Hunger und Durst, Dermat. Ztschr. 
60:299, 1931. 

12. Pincussen, L.: Ueber Veranderungen des Kationgehalts der Organe unter 
Belichtung und im Hoéhenklima, Biochem. Ztschr. 182:359, 1927. 

13. Bohnstedt, R. M.: Untersuchungen iiber den Mineralgehalt der Epidermis 
und Cutis, Klin. Wehnschr. 10:1666, 1931. 





396 ARCHIVES OF DERMATOLOGY AND SYPHILOLOG} 


pigs into samples composed largely of epidermis and cutis by cutting 
sections parallel to the surface of the skin on the freezing microtome 
He checked the accuracy of the separation by microscopic examin:tion. 
Chemical analysis of these samples showed that both calcium and jtas- 
sium are present in the epidermis and that the epidermis contains twice 
as much potassium as the cutis and a third more calcium. 

The method of micro-incineration for the demonstration of inorganic 
constituents in animal tissues, introduced by Liesegang '* and Herrera? 
and improved and developed by Policard,'® Schultz-Brauns,'* Tschopp’ 
and Scott!’ has proved to be valuable in histochemical studies and 
presents many possibilities. By this method the section of tissue js 
simply reduced to ash by heating it on a glass slide. The inorganic 
constituents in the original tissue are left in a pattern resembling closely 
that of the unburned section. This method has the obvious advantage 
that very small specimens are sufficient for analysis—an important con- 
sideration in studies of the human skin. A shortcoming of the method 
is that while it gives an accurate picture of the distribution of the total 
ash, the identification and quantitative determination of individual 
minerals in this ash are as yet rather uncertain. Some elements possess 
properties by which they may be identified in the ashed section. [ron 
occurs as ferric oxide, which imparts a color to the ash varying from 
yellow to red-brown. Silica may be identified by its anisotropic prop- 
erties and uranium by its fluorescence in ultraviolet radiation. The 
minerals which are most abundant in animal tissues, however, such as 
sodium, potassium, calcium and magnesium, are not easily distinguished, 
and methods thus far developed for their identification leave much to 
be desired. The most successful methods have been those for calcium 
One of these depends on the formation of typical crystals of calcium 


sulphate when the ash in question is treated with hydrochloric and 


sulphuric acids. 
14. Liesegang, R. E.: Die Veraschung von Mikrotomschnitten, Biochem 
Ztschr. 28:413, 1910. 


15. Herrera, A. L.: Présentation et description d’un album de photographies 


plasmogéniques reproduisant les structures organoides et celluliformes artificielles, 
Compt. rend. Congr. internat. de zool., Monaco, 1914, p. 424. 

16. Policard, A.: Some New Methods in Histochemistry, Harvey Lectures, 
1931-1932, Baltimore, Williams & Wilkins Company, 1933, p. 204. 

17. Schultz-Brauns, O.: Die Methode der Schnittveraschung  unfixierter 
tierischer Gewebe, Ztschr. f. wissensch. Mikr. 48:161, 1931. 

18. Tschopp, E.: Die Lokalisation anorganischer Substanzen in den Gewebe 
(Spodographie), in von Mo6llendorff, W.: Handbuch der mikroskopischen 
Anatomie des Menschen, Berlin, Julius Springer, 1929, vol. 1, pt. 1, p. 569. 

19. Scott, G. H.: The Localization of Mineral Salts in Cells of Some Mam- 
malian Tissues by Micro-Incineration, Am. J. Anat. 53:243, 1933. 
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\nother procedure is that devised by Schultz-Brauns, in which the 
ine oxides in the ash are converted into carbonates by breathing on 
slide and the soluble salts are removed by immersing the section for 
w minutes in distilled water. The material remaining on the slide 
sumed to be calcium, in the form either of carbonate or of phosphate. 
this may not be entirely true, since it is possible that salts other than 
se of calcium may be present in an insoluble form (silicates?) or 
he so intimately fused with the glass slide that they are not removed 
the water. Insoluble calcium compounds may also be mechanically 
ioved by the water. 
In the preparation of sections for micro-incineration care must be 
ken that inorganic constituents are not added to the tissue. Fixatives, 
such as corrosive mercuric chloride, potassium bichromate, etc., obviously 
cannot be used. The removal of minerals from the tissue must also be 
vuarded against. One method of preparation consists of fixing the tissue 
in a solution of absolute alcohol and neutralized formaldehyde, U.S. P. 
9:1), dehydrating the preparation with absolute alcohol and clearing it 
in xylene before embedding the tissue in paraffin. Although most salts 
are insoluble in these solvents, it is possible that some very soluble salt 
or mineral complex may be removed. 
It appears from the experiments of Scott °° that the procedure of 


fixing tissue by drying it while frozen, proposed by Altmann and recently 


developed by Gersh,*' is an excellent method for preparing tissue for 


micro-incineration. The inorganic materials, immobilized in the frozen 
tissue, in all probability remain in place in the dried tissue, which can 
be embedded in paraffin and sectioned without having come in contact 
with solvents. While this method has given excellent results with many 
tissues, the results with skin are rather disappointing as far as cytologic 
detail is concerned. 

Gans ** used the technic of Schultz-Brauns for micro-incineration 
and the determination of calcium ash in a study of the histotopochemistry 
of human skin, in order to compare the findings obtained by this method 
with those obtained by MacCallum’s histochemical methods. He described 
the appearance of the total ash and the calcium ash in sections of skin 
from various regions of the body. 

The methods which have been mentioned reveal nothing concerning 
the state or combination of the minerals in the original tissue. They 


20. Scott, G. H.: <A Critical Study and Review of the Method of Micro- 
Incineration, Protoplasma 20:133, 1933. 

21. Gersh, I.: The Altmann Technique for Fixation by Drying While Freez- 
ing, Anat. Rec. 53:309, 1932. 

22. Gans, O.: Zur Histotopochemie der gesunden und kranken Haut, Arch. 

Dermat. u. Syph. 161:607, 1930. 
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may have been present in ionic or in a readily diffusible form (as , 

be the case with those only temporarily stored in the skin) or they , 
have been intimately combined with the protoplasm or tissue structu 
Stern ** reported that inflamed skin has a greater mineral content thay 
normal skin and that withholding food from the animal produces a more 
marked diminution of the mineral content of inflamed than of normal 
skin. This would indicate a difference between the state of combination 
of the minerals in normal and that in inflamed skin. 


One way to proceed is to remove the minerals from the skin by 


extraction. It is to be expected, for instance, that the minerals present 


in simple solution would be easily removed by extraction with water 
and those in lipoidal combination by fat solvents. In the following 
experiments sections of skin extracted before incineration were compared 
with neighboring sections which were incinerated without first being 
extracted. Such attempts to take mineral matter away from the tissues 
by treatment of the sections with solvents before they are incinerated 
constitute a direct reversal of the usual approach. Investigators have 
devoted a great deal of attention to devising the methods indicated 
whereby all minerals will be retained not only in the block of tissue but 
in precisely the location which they occupied in the living’ state. 
Evidently, an adequate conception of the loss and shift in position of 
the minerals will be secured only when efforts to retain the salts are 
supplemented by attempts to extract them. The maximum experimental 


error is of interest as well as the minimum. 


METHODS 


Fixation with Absolute Alcohol and  Formaldehyde—tThin - strips _ of 
skin were fixed for twenty-four hours in a mixture of 9 parts of absolute alcohol 
and 1 part of formaldehyde, U. S. P.; they were then completely dehydrated in 
several changes of absolute alcohol, cleared in xylene and embedded in paraffin. 
Sections 6 microns in thickness were cut and mounted on ordinary glass slides, 
zbsolute alcohol being used to facilitate flattening. 

Fixation by Freezing and Drying.—Small blocks of skin were quickly frozen 
by immersion in liquid air and transferred to a specially designed dehydrating 
chamber which was kept cooled to — 30 C. in a cryostat and was connected with 
a high vacuum system. When completely dry the tissue was embedded in paraffin 
of low melting point and sections were cut and mounted. 

Extractions.—Removal of the minerals was carried out on the sections of skin 
mounted on glass slides. The very thin sections of tissue, the relatively large sur- 
face exposed and the small amount of tissue as compared to that of the extracting 
solvent make ideal conditions for rapid extraction. Extractions with hot water 
were made by immersing the slide for fifteen minutes in a beaker of distilled 


23. Stern, F.: Ernahrung und Transmineralisation der Haut, Arch. f. dermat. 
u. Syph. 164:573, 1932. 
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heated just to boiling. Extractions with cold solvents were performed 
the removal of paraffin from the sections with xylene) by simply immersing 
de in a Coplin jar filled with the solvent and leaving it overnight. Extrac- 
vith hot solutions of the more volatile liquids were made with the vapors of 
lvent in specially constructed extractors made entirely of glass, the period of 
tion being three hours. 
ineration.—After extraction the slides were allowed to drain and dry com- 
vy. When dry they were placed in a specially designed incinerating oven 
of quartz and the temperature was gradually raised to 600 C. They were 
allowed to cool, when a cover slip was placed over the ashed section and the 
s were sealed with paraffin to protect it from dust and moisture. The sections 
were viewed by darkfield illumination, using a Zeiss cardioid condenser. 


RESULTS 


Specimens of human skin from the abdomen and of skin from the pad of the 


forefoot of the guinea-pig and from the suprascapular region of the monkey were 
used in this study. 

nextracted Section—Whether fixed by the freezing and drying technic or 
with alcohol and formaldehyde, the incinerated sections showed a much greater 
concentration of mineral in the epidermis than in the cutis. The residue of the 
elastic and collagenic fibers of the cutis showed little structural detail and was 
simply a network of scattered fragments of whitish ash. Glandular structures in 
the cutis, such as the sweat glands, were distinctly outlined with a brilliant white 
line of mineral, and the cytoplasmic minerals of the cells appeared as an evenly 
distributed bluish residue. The residue of the epidermis presented in the basal 
layer large white masses of ash, which corresponded in position to the nuclei of 
the basal cells in stained sections. As the surface of the skin was approached this 
mass of mineral appeared as an elongated mass and was sometimes disposed toward 
one side of the cell. In the stratum granulosum the ash was broken up to form 
several masses of variable size. The cells of the stratum corneum, which still 
contained minerals, were so flattened and densely packed that in sections in which 
the cornified layer had not been torn loose in cutting and mounting the residue 
appeared as a dense white line of ash. The cytoplasm of the cells in general 
yielded an evenly distributed bluish mineral residue. The intercellular spaces 
also contained a small amount of this bluish ash. Photomicrographs of micro- 
incinerated sections of the skin which had not been extracted are shown in the 
row at the left-hand side in figures 1 and 2. 

Sections Extracted with Fat Solvents—Whether hot alcohol, acetone, ether or 
chloroform was used for extraction, the incinerated sections had the same general 
appearance. The intercellular and bluish cytoplasmic deposits of minerals were 
uniformly absent. The total ash of the section was noticeably reduced, yet the 
remaining mineral, representing cell walls and nuclei, was brilliant white, as can 
be seen in the more distinct photographs in the middle row of figure 1. During 
the extractions with alcohol and acetone considerable shrinkage of the tissue 
occurred, as is apparent in the section extracted with acetone shown in photograph 
° of figure 2. Cold ether and chloroform cause no apparent shrinkage of the tissue 
and remove little of the bluish ash from the cytoplasm and intercellular spaces. 


Sections extracted with ether and with chloroform are shown in photographs 2 


nd 5 respectively, of figure 2. 

















Fig. 1—Photomicrographs of micro-incinerated sections of skin. The sections 
shown in the upper row were taken from the skin of the abdomen of a Negro 


and were fixed by the freezing-drying technic. In J is shown an unextracted 


section, in 2 a section extracted with acetone and in 3 a section extracted with 
cold water. The sections shown in the middle row were taken from the skin of 
the abdomen of a Negro and were fixed with absolute alcohol and formaldehyde. 
In 4 is shown an unextracted section, in 5 a section extracted with acetone and in 
6 a section extracted with hot water. The sections shown in the lower row were 
taken from the pad of the forefoot of a guinea-pig (fixation with absolute alcohol 
and formaldehyde). In 7 is shown an unextracted section, in 8 a section extracted 
with acetone and in 9 a section extracted with hot water. 
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ections Extracted with Water.—These tissues had a characteristic appearance. 
total ash was considerably reduced and was rather evenly diffused in the 
After extraction with hot water the remaining ash was bluish to blue-gray 
was rather evenly distributed within the cell. In some cells of the stratum 
nulosum the residue was whiter and denser. Incineration following extraction 
, cold water produced sections with a diffuse, bluish-white ash. In some cells 
as corresponding to the nuclei of stained sections possessed less dense minera! 
osits or were entirely lacking in them. It is interesting that when a section 





2.—Photomicrographs of micro-incinerated sections of skin. The sections 


Fig, 
shown in the upper row were taken from the skin of the shoulder of a patient with 
exfoliative dermatitis (fixation with absolute alcohol and formaldehyde). In 7 is 
shown an unextracted section, in 2 a section extracted with cold ether and in 


3 a section extracted with hot acetone. The sections shown in the lower row were 


taken from the skin of a monkey and cut parallel to the surface, showing hair 


follicles. In 4 is shown an unextracted section, in 5 a section extracted with chloro- 
iorm and in 6 a section extracted with 1 per cent acetic acid. 


extracted with hot alcohol was treated with hot water before being incinerated it 
showed the diffuse bluish ash characteristic of sections extracted with water. 
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COMMENT 


It is remarkable that thin sections of skin should show so m 
structural detail after the rather drastic treatment for extraction, 
ticularly that with hot solvents. Tissues prepared by the freezing a 
drying technic stood this rough treatment less well than the materia 
fixed in formaldehyde. The cutis was more readily altered. 

The diffuse bluish ash of incinerated sections is assumed by some 
workers to be due to the presence of sodium and potassium. Mason 24 
showed that any finely and regularly dispersed material may appear blue 
by transmitted light in the microscope. It is possible that the minerals 
of the cytoplasm may be evenly distributed and that the remaining ash 
may have the characteristics necessary for transmitting a blue color, 
This is equally true of the water-extracted tissue which has become 
swollen. The remaining inorganic constituents are evenly distributed, 
and their ash might appear blue, although they are, as far as can be 
seen, chemically or physically different from those of the unextracted 
tissue. 

The diffuse blue ash so frequently seen as a halo about a larger mass 
of mineral in frozen sections or in sections prepared by the cold knife 
technic of Schultz-Brauns may be due to the condensation of moisture 
from the atmosphere on the section. This moisture may extract salts 
from the tissue and in drying leave them evenly distributed on the slide 
so that they appear blue in the incinerated section. This may also be 
an explanation for some of the discrepancies observed by Hueper *° in 
the presence and amount of ash in the nucleus as determined with this 
method and with that of alcohol and formaldehyde. 

The whiteness of the ash in the sections extracted with acetone and 
alcohol may be attributed in part to a less regular dispersion of the 
minerals after the shrinking or coagulation of the protoplasm. Some 
support is given this possibility by the fact that the bluish ash can be 
restored to sections extracted with alcohol by reextraction with water. 
The whiteness of the minerals of the sections extracted with hot alcohol 
or acetone may be due to the removal of phospholipids and other fatty 
inorganic complexes. Incinerated sections of nerve tissues, which are 
known to contain large quantities of these materials, give rather poor 
detail. 

A considerable amount of mineral is removed from the epidermis 


by extraction with water—more than is apparent from the comparison 
of the photomicrographs in figure 1, since the sections extracted with 


water required a much longer time of exposure to be photographed. 


24. Mason, C. W.: Transmitted Structural Blue in Microscopic Objects, 


J. Phys. Chem. 35:73, 1931. 
25. Hueper, W. C.: Histochemical Studies of Organs of Tumor-Bearing Rats 


by the Microincineration Method, J. Lab. & Clin. Med. 19:1293, 1934. 
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surements with the photo-electric cell apparatus by Scott 7° showed 
the ash remaining after extraction with hot water gives a reading 
reflected light of from 8 to 10 per cent of that for the unextracted 
d section. 

\n interesting study might be made of the amount of mineral left 
various extractions in a series of specimens of normal and of 
ologic skin. Photographs 17, 2 and 3 of figure 2 show ashed sections 
skin from the shoulder of a patient with exfoliative dermatitis of 
known etiology. The incompletely keratinized cells with light patches 
iuclear residue can be seen in the desquamating layers of epidermis. 
The general appearance of the ashed sections of this skin after extraction 
with various solvents is not strikingly different from that of incinerated 


sections of apparently normal skin. 


SUMMARY 


The appearance of the ash left by sections of skin extracted with 


various solvents before micro-incineration is described. 

-xtractions with fat solvents, such as alcohol, ether, chloroform and 
acetone, before incineration produce similar effects on the appearance 
of the ash. Practically all the diffuse bluish mineral seen in the unex- 
tracted section is removed. Alcohol and acetone cause shrinkage of the 
tissue which is apparent in the ashed section. 

Although extraction with water removes considerable inorganic mate- 
rial from the tissue, it leaves sufficient to form an evenly distributed 
bluish ash in the incinerated section, and by this method the inorganic 
constituents in a section extracted with alcohol can be redistributed, 
so that a bluish diffuse residue is formed. In extractions with cold 
water the nuclei of many cells leave very little or no ash. 

A possible bearing of these studies on some discrepancies between 
the results obtained when tissues are fixed with alcohol and formalde- 
hyde and those obtained with the cold knife technic is pointed out. 


The experiments were made in the laboratory of Drs. E. V. Cowdry and 


Gordon H. Scott. 
26. Scott, G. H.: The Quantitative Estimation of Ash After Microincineration, 
Proc. Soc. Exper. Biol. & Med. 30:1304, 1933. 
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A DISCUSSION OF ITS RELATIONSHIP TO _ LIPOIDS 
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‘ not only 


It has been stated recently by Greenbaum and Cobane 
that iodine and the iodides may be dispensed with in the treatment of 
syphilis but that the fibrolytic effects ascribed to these agents are 
obtained more rapidly and more certainly by the arsenical and bismuth 
preparations. These authors contended that when the iodides are 
exhibited in cases of chronic syphilis they have no such effect as to 
dissolve fibrous tissue and so allow the spirocheticidal agents to reach 
the parasites. Such views, which are in direct opposition to those 
generally held, merit the most critical examination, and it is necessary 
that the evidence on which they are based should be carefully weighed. 

The course of syphilis is roughly, but conveniently, divided into 
two stages, usually termed “early” and “late.’’ It is somewhat unfor- 
tunate that such time terms have become so generally adopted, because 
earliness and lateness in this connection have reference not so much 
to the passage of the months and years as to the histologic picture 
presented by the lesions, be they superficial or visceral, clinical or occult. 
The fact is that a state of “late” syphilis—precocious tertiarism—amay, 
as the result of faulty treatment, appear early in the course of the 
disease, say within a few weeks of the advent of the primary chancre. 
In such a brief period a state may be reached which in the untreated 
person would not have supervened for several years. The time element, 
then, is not the real criterion. More accurate labels than early and 
late are “acute” and “chronic,’”’ respectively. 

Acute syphilis is that stage of the disease extending from the 
appearance of the chancre to the fading of the general cutaneous erup- 
tion. During this time the brunt of the attack is borne by the superficial 
structures. The cellular reaction in the perivascular lymph space is 
entirely or predominantly of the lymphocyte and plasma cell type. 

Chronic syphilis, on the other hand, is the stage in which the visceral 
involvement is more marked and widespread. It extends onward after 
the so-called secondary syphilids have vanished. The visceral condition 


may not yet have risen above the clinical horizon, but the histologic 


1. Greenbaum, S. S., and Cobane, J.: Am. J. Syph. & Neurol. 18:289, 1934. 





BURKE—IODINE IN’ SYPHILIS 405 


. has become modified by a progression toward fibrosis. The 
ir reaction is still primarily perivascular, but the lymphocytes and 
ia cells are relatively less in evidence. The acuteness is giving 
} chronicity. Repair and reconstruction are taking place by means 
rous tissue, and secondary fibrosis is occurring in organs and 
s supplied by the vessels around which the essential cellular 
m began. 
(he main object in the treatment of syphilis is, of course, to bring 
the sterilization of the patient so far as Spirochaeta pallida is 
erned. The ideal aimed at in the treatment of acute syphilis is to 


ab 
col 
cause this to happen before the inflammatory process has gone too far 
toward fibrosis, in other words, to prevent the occurrence of chronic 


syphilis. When the stage of chronic syphilis has been reached the 


therapeutist is clearly concerned not merely with preventing further 
increase in the growth of fibrous tissue but with causing as great a 
reabsorption of that which has already taken place as is compatible with 
the safety of the patient. 

The perivascular infiltration by lymphocytes and plasma cells in acute 
syphilis causes a narrowing of the affected vessels and consequently an 
interference with the nutrition of the associated organs and tissues. As 
the acute stage merges into the chronic, fibroblasts begin to appear. The 
vessels suffer still further diminution of their caliber or they may even 
become completely occluded. In any event, there results a varying 
degree of permanent anatomic and functional damage to the structures 
which the vessels supply. From the initial cellular reaction there occurs 
a progressive increase in the amount of fibrosis until the final condition 
of the completely healed avascular scar is reached. The gumma occupies 
an intermediate position. There are various degrees of gummatous 
formation, and these are dependent on the amount and density of fibrous 
tissue present. Although nothing can be done with the ultimate scar, 
much can be done with the gumma. That lesion can be attacked thera- 
peutically and with a success varying indirectly with the age and fibrotic 
character of the condition. 

The gummatous tissue, essentially fibrotic, is laid down around the 
parasites initiating its formation. The organisms are thus more or less 
shut off from the action of spirocheticidal drugs. In the avascular scar 
of the completely healed gumma, the parasites have disappeared. There 
is, therefore, no real object in attempting to remove the scar even were 
that possible, for it is, as a rule, subserving a protective function. 
Examples of this are frequently seen in the wall of the aorta. The scar 
which is left there by the healed gummatous infiltration constitutes a 
rampart of fibrous tissue between the patient and death. Fortunately 
such lesions cannot be greatly, if at all, influenced by therapy. It is 
important to realize that in gummatous involvement of the aorta, once 
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it has progressed sufficiently far, any treatment which will cause com- 
plete reabsorption of it must have the effect of weakening the vessel 
and of predisposing toward aneurysm. By the time that clinical signs 
of aneurysmal dilatation have appeared the period has passed when 
therapeutic measures of a fibrolytic nature are desirable, or perhaps, 
possible. Such therapy is prone to weaken any area of the scar where 
fibrosis is not complete and so hasten a fatal outcome. 

Treatment, then, must be so planned that fibrosis will be prevented 
in the acute stage of syphilis and that in the chronic stage it will be so 
modified and controlled as to interfere as little as possible with the vital 
functions. The rule-of-thumb administration of fibrolytic agents can be 
productive of grave and irreparable injury. It becomes, therefore, a 
matter of considerable consequence to appreciate how the fibrosis in 
syphilis is brought about, how it may be prevented, and how it may be 
controlled. To do this it is necessary to be acquainted with the modern 


pathologic concept of the disease. 

The salient chemical characteristic of S. pallida is that it is very 
rich in lipoids—lecithin and globulin. This parasite has a predilection 
for the perivascular lymphatics of vessels supplying organs and tissues 
which likewise have a high lipoid content. Lymphocytes and plasma 
cells are constant features in all the lesions of syphilis, and it may be 
postulated, therefore, that these are the essential cellular elements in the 


interaction between the parasite and the host. They are involved both in 
the attack on the parasite and in the defense set up by the body cells 
of the host. 

The lymphocytes originate in the granoplasm of endothelial cells. 
They are numerous in the spleen and lymphatic glands, but they are 
also formed from the endothelial cells in the lymph spaces around the 
vessels. In syphilis they arise locally in response to the presence and 
activities of S. pallida. The lymphocyte exercises not a phagocytic but 
a chemical function. It is the producer and carrier of a ferment or 
enzyme. This property is more marked in the cell to which the 
lymphocyte gives rise—the plasma cell. The latter is to be regarded as 
the chief cellular defense of the body against the parasite of syphilis. 
Here again, the fundamental chemical characteristic of the plasma cell 
is its high lipoid content. Such cells are essentially enzyme-bearers. 

The essence of the biochemical interaction between the parasite and 
the host is the setting free into the circulation of dead lipoprotein 
material. The presence of spirochetes evokes the production of lympho- 
cytes in situ. Some of these are killed and give rise to dead autogenous 
lipoprotein material similar to the parasites themselves. This material 
acts as an antigen stimulating the further production of lymphocytes, but 
in such great numbers that a higher proportion of them survive. The 
longer these exist the greater becomes the increase in the amount of 
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their protoplasm. They thus gradually become transformed into typical 
plasma cells which are particularly rich in lipoglobulin. The plasma 
cells are the carriers of a lipoproteolytic ferment. 

[his ferment, manufactured by the reticulo-endothelial system, is 
an antibody or amboceptor. Although in the strict sense it is non- 
specific, it has an affinity for all lipoid-rich parasites, of which S. pallida 
is one, killing them and thus setting free dead, foreign lipoprotein 
material. Again, this acts as an antigen for the production of more 
ferment and so the process goes on. The richer the lipoid constitution 
of the parasite the greater is the affinity of the ferment for it. 


In addition to its parasitic affinity the lipoproteolytic ferment has a 
certain degree of attraction toward the lipoid-rich tissues of the host. 
The concept here is that some of the ferment becomes anchored to those 
body tissues which are highly lipoidal and which are specially liable to 
attack by S. pallida. There is thus conferred on such tissues an 
appreciable amount of protection from parasitic assault. The first 


structures to secure this protective veneer are those which first bear the 
brunt of the syphilitic attack—the subcutaneous tissues—and the result 
is that the parasites are repelled from them to seek more congenial 
surroundings in the relatively unprotected viscera. This accounts for 
the phenomenon of the disappearance of the so-called secondary rash 
even in the absence of treatment. 

In the patient whose system is producing a satisfactory amount of 
lipoproteolytic ferment—who, in other words, is reacting normally toward 
the parasite—the affinity between the remedial agents and the lipoid body 
tissues becomes reduced. This is because there has become interposed 
between the two a barrier consisting of the ferment. There is, thus, 
more of the arsphenamine or bismuth available to attack the parasites 
which have been repelled to the tissues not so well protected. It is 
common knowledge that the remedial agents are attracted toward the 
lipoid tissues which are specially attacked by the parasite; hence the 
etiology of toxic signs such as dermatitis. 

The Wassermann and other serologic tests are simply means of 
detecting the presence and the amount of lipoproteolytic ferment in 
the serum. In the Wassermann test the antigen consists not of a 
suspension of spirochetes but of a concentration of their chemical 
characteristics, i. e., a lipoid-rich complex such as an alcoholic and 
cholesterolized extract of heart muscle. The serum, or amboceptor, 
if the patient has the usual reaction to syphilis, contains lipoproteolytic 
ferment, and if enough of it is present it will be revealed by the test. 
The ferment has an affinity for lipoid-rich tissues or their extracts, such 
as the Wassermann antigen. When the two are brought together in 
the presence of complement they combine, and in the process all the 
complement is used up or “fixed.” In order to tell if this has happened 
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an indicator must be used. This is provided by the hemolytic system 
which consists of a suspension of red blood corpuscles. When comple- 
ment is added to this indicator, hemolysis takes place. If, then, to the 
antigenic system in the test there is added the hemolytic system and 
no hemolysis occurs, it shows that the complement which was originally 
present in the antigenic system has been fixed. This indicates that there 
was present in the patient’s serum something which used up the 
complement in combining with the antigen. This “something” can only 
be lipoproteolytic ferment, for that alone is specific for the antigen. The 
whole procedure is thus seen to depend on lipoids. The practical point 
is that a positive reaction usually indicates syphilis, for that is the disease 
par excellence in which there is abundant production of lipoproteolytic 
ferments. 

The influence of lipoids in connection with the remedial agents is 
very evident. When, for example, a preparation of bismuth is injected 
there is a substance in the tissues, conveniently termed bismogene, which 
liberates the ionic bismuth element, interacts with it and gives rise to 
bismoxyl. It is this which, circulating in the blood, carries death to 
the parasites. Some tissues are better producers of bismoxyl than 
others ; thus, the amount which is produced by the interaction of bismuth 
and blood is infinitesimal when compared with that produced by the 
interaction of the element with liver tissue or with tissue of the central 
nervous system. The explanation lies in the fact that these—especially 
nerve tissue—are extremely rich in lipoids. Exactly the same 
mechanism holds good with respect to arsphenamine. 

It would thus appear that the theme to which the whole symphony 
of syphilis is set can be expressed by the term lipoid. It is now possible 
to consider what relationship these lipoids bear to the fibrosis of 
syphilis and to the use of iodine in antisyphilitic therapy. 

The work of Jobling and Petersen * would seem to indicate that in 
the normal healthy person excessive deposits of fibrous tissue are pre- 
vented because there exist in the blood certain autolytic ferments which 
inhibit the formation of such deposits. Abnormal fibrosis takes place 
only when the normal ferments of the blood are absent or are inactive. 
The neutralization of these ferments is brought about by the presence 
in the blood of unsaturated lipoid radicals. These are produced in many 
diseases such as leprosy and tuberculosis, but especially in syphilis— 
hence the fibrosis which is so characteristic of that malady. 

Iodine possesses the property of being able to link itself with or to 
saturate those lipoids which are present in the blood of a syphilitic 
person. When these lipoids are saturated they are no longer able to 
combine with the natural ferments and so neutralize them. Syphilis is 


2. Jobling, J. W., and Petersen, W.: The Therapeutic Action of Iodin, Arch. 
Int. Med. 15:286 (Feb.) 1915; Bull. Johns Hopkins Hosp. 26:356, 1915. 
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no means the only disease in which there occurs excessive formation 
fbrous tissue; but in all such diseases the administration of iodine 
has the effect of saturating the lipoid radicals, neutralizing their power, 
permitting the natural enzymes to act and thus enabling absorption of 
the granulomatous tissue to take place. To the truth of this many 


vears of clinical experience bear witness. 


From the very beginning of the syphilitic infection there is a ten- 
lency for the essential lymphocyte and plasma cell reaction to progress 
in the direction of fibrosis. This is inevitable because of the production 
of unsaturated lipoid radicals, which is the main biochemical feature 
of the disease. It is but prudent, then, and in accordance with the 
dictates of common sense, to neutralize from the earliest moment the 
power of the lipoids by saturating them with iodine. The statement, 
the refore, of Greenbaum.and Cobane that “in the present scheme of 
antisyphilitic therapy, iodine and the iodides have no place whatsoever 
in acute early syphilis, that is, in patients whose syphilis is no older 
than the arbitrary period of five years,’ cannot be condemned too 
strongly. 

On every ground of experience, theory and direct and circumstantial 
evidence, the administration of iodine as a prophylactic measure is called 
for in every case of acute syphilis. This agent should be given con- 
currently with arsphenamine or bismuth, for it has no spirocheticidal 
effect of its own. 

In chronic or late syphilis there are many degrees of the fibrotic 
process, from the first appearance of fibroblasts in the lesion through the 
gummatous stage to complete healing by dense and avascular connective 
tissue. This last stage cannot legitimately be regarded as an abnormal 
and excessive deposition of fibrous tissue. It is properly to be looked 
on as normal repair tissue. Greenbaum and Cobane, however, took no 
note of the fact that iodine and the iodides exert no effect whatever on 
healthy tissues or on scar tissue which is nonexcessive. As has been 
shown, iodine acts not directly but indirectly on abnormal fibrous 
deposits, and it does so by reactivating or liberating the normal autolytic 
ierments of the blood. If these ferments are active there can be no 
excessive fibrosis, and hence the iodides are inert. They can exert their 
power only when the fibrosis is excessive, and for that reason no amount 
of iodine therapy can cause the disappearance of ordinary scar tissue, 
no matter what may be its origin. Such scars are reparative and not 
of syphilitic origin in spite of the fact that the agent which gave rise 
to them was S. pallida. 

In the stage before a scar is formed, however, iodine and the iodides 
are most assuredly indispensable. No agent other than iodine possesses 
the same power of rapidly causing the disappearance of gummas and 
gummatous infiltration. In chronic syphilis it must be remembered that 





410 ARCHIVES OF DERMATOLOGY AND SYPHILOLOGY 


in addition to gummas which are clinically evident there are present in 
important visceral organs gummatous infiltrations which have not yet 
given rise to any symptom. In every instance of chronic syphilis—in 
males at least—such lesions are present in the aorta. While it is true 
that arsphenamine and bismuth will kill the spirochetes which cause 
these lesions and thus bring about their regression and repair by fibrous 
scar tissue, the resultant scar is protective. In such cases the adminis- 
tration of iodine may cause too great an absorption and so weaken the 
wall of the vessel. In considering any case of chronic syphilis it js 
necessary to decide whether or not the fibrosis which is present is 
preponderantly protective, and, when it is, the only safe rule is to with- 
hold iodine. In such patients, when arsphenamine and bismuth only are 
used it seems that the resolution of these lesions proceeds more slowly 
and that the repair tissue is thicker and more resistant than when iodine 
therapy has been adopted. 

Stokes * pertinently drew attention to what he termed the thera- 
peutic paradox in which, as in cases of syphilitic hepatic cirrhosis, the 
effect of arsphenamine and bismuth may cause such rapid healing that 
the liver is reduced to an inert mass of fibrous tissue. In a case of 
chronic syphilis of long standing the pathway for arsphenamine and 
bismuth should receive a preliminary paving with iodine, the principles 
stated in the preceding paragraph always being borne in mind. 

Greenbaum and Cobane stated that arsphciiamine and bismuth are 
“fibrolytic in the presence of syphilitic fibrogenic exudates, thus making 
the use of the iodides for this purpose unnecessary in all but the excep- 
tional case.” I suggest that this use of the term “‘fibrolytic” is 
unwarrantable. It is granted that when the fibrosis is not too dense 
and avascular, in other words, very early, the lesion will, after these 
agents have been administered, become smaller and will eventually be 
converted into scar tissue. But this is not due to any truly fibrolytic 
effect of these preparations on the tissue. It is caused by destruction 
of the parasites in the lesion and the consequent cessation of the 
syphilitic reaction. There is no true absorption of the fibrogenic 
material but only a conversion of it in the natural course of events into 
ordinary normal scar tissue. The mode of action of the spirocheticidal 
drugs and of iodine differ entirely, although the end-results may be 
similar so far as fibroblastic lesions are concerned. There is no evidence 
to support the suggestion that arsphenamine and bismuth can deputize 
for iodine and the iodides. They are used for different purposes—the 
former to destroy the parasites and the latter to dissolve fibrous tissue 
and so allow freer access of the remedial agents to the organisms. Short 


3. Stokes: Modern Clinical Syphilology, Philadelphia, W. B. Saunders Com- 
pany, 1934, p. 179. 
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of complete scarring, the denser the fibrous tissue the more need there 
is for the iodides to open the way for the assault by the spirocheticidal 


drugs. 

In view of the powerful fibrolytic effect of iodine it is well to keep 
in mind that if it is given alone spirochetes which were walled in by 
fortifications of fibrous tissue may be liberated and so set up an active 
syphilitic reaction in some other part of the body. Iodine therapy must, 
therefore, always be combined with the administration of arsphenamine 
or bismuth. 

lodine and the iodides are specially attracted toward syphilitic tissue. 
Loeb * showed that syphilitic lymph glands absorb much more iodine 
than do those which are normal. Kolmer® considered that this might 
have an important bearing on the chemotherapy of the disease because 
it suggests a means of bringing the spirocheticidal drugs more directly 
into contact with the diseased areas containing the parasites. His idea was 
to link these drugs up to the iodide ion so that they would be carried 
direct to the spirochetes. Against this conception is the fact that 
arsphenamine and bismuth do not act directly on the parasites as such, 
so no object would be gained by this contact. If, however, the respective 
spirocheticidal toxalbumins produced by arsphenamine and bismuth 
could be isolated and then linked to the iodine, something might be 
gained. 

The usual manner in which iodine is administered in the treatment 
of syphilis is orally in the form of the potassium or the sodium salt. 
These inorganic preparations suffer from the great disadvantage of being 
rapidly eliminated. On this account, when the potassium salt is given 
the dosage should not be less than 90 grains (5.84 Gm.) a day for an 
adult, in order to exert a really powerful and continuous fibrolytic 
effect. In an attempt to overcome this rapid elimination, several organic 
compounds of iodine have been used, such as albuminates, peptonates 
and tannates, but with little success. McLean® found that when the 
iodides are combined with a lipoid they are dissociated and eliminated 
much more slowly. It is stated that the iodine is stored in the lipo- 
soluble fraction of the cell. 

One serious drawback to the oral method of giving iodine is that 
outpatients may not take the drug regularly, if at all. Sodium iodide 
may be given intravenously, but reaction is apt to occur, and the method 
cannot be recommended as routine procedure. Recent personal experience 


4. Loeb: Arch. f. exper. Path. u. Pharmakol. 69:108, 1912. 

5. Kolmer, J. A.: Chemotherapy, Philadelphia, W. B. Saunders Company, 
1926, p. 798. 

6. McLean, F. C.: The Present Status of Organic Iodin Preparations, J. A. 
M. A. 63:1382 (Oct. 17) 1914. 
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has shown that the most satisfactory mode of administering iodine in 
the treatment of syphilis is in the colloidol form concurrently with 
arsphenamine or bismuth. 

CONCLUSIONS 


1. Iodine plays a valuable role in the treatment of syphilis in ever, 


stage. 
2. It acts powerfully in preventing the formation of fibrous tissue 
in acute syphilis and in causing its absorption in the chronic stage 


3. It should invariably be given in association with arsphenamine or 
bismuth therapy. 

4. The adult effective dose of the potassium salt for oral administra- 
tion is 90 grains per day. 

5. The best method of administering iodine is intravenously in the 


colloidal form. 





DERMATOPHYTOSIS 


ITS TREATMENT WITH TRICHOPHYTIN 
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The difficulties encountered in the treatment of dermatophytosis are 
well known. The obstinacy of the condition in some cases is at times 
distressing to the physician as well as to the patient. In many cases 
all forms of therapy are ‘resisted, while in others a response is easily 
obtained to many varieties of treatment but there is a recurrence after 
a short interval. The large number of local remedies that have been 
suggested for dermatophytosis is excellent proof of the fact that the 
treatment is still largely empirical. A rational form of therapy is obvi- 
ously needed for this common disease of the skin. If the cutaneous 
changes which occur in dermatophytids of the hands are caused by a 


reaction to the toxin emanating from the mycotic foci in the feet, it 
appears to be logical to attempt to desensitize the skin with gradually 


increasing doses of the offending agent. Studies along this line have 
already been made. Van Dyck, Kingsbury, Throne and Myers? 
reported the following results of treatment with trichophytin in 100 
cases of “mycotic-like eruptions which gave positive reactions to tricho- 
phytin:” Thirty-two per cent of the patients apparently were cured; 
28 per cent, greatly improved; 21 per cent, slightly improved, and 19 
per cent, unimproved. Sulzberger and Wise * attempted desensitization 
in 18 cases of probable “ids.” Fifteen of the patients were “completely 
or relatively desensitized,” and “two thirds of this number seemed 
benefited by the treatment, these showing either long remissions or 
marked improvement or apparent cure.” The authors recommended 
this treatment only in severe or obstinate cases. 

The results obtained by the aforementioned authors were encourag- 
ing enough to warrant a thorough trial and study of a fairly repre- 
sentative group of cases. We are submitting the results obtained in the 


Read at the Fifty-Seventh Annual Meeting of the American Dermatological 
\ssociation, Inc., New York, June 7, 1934. 
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York State J. Med. 31:611 (May 15) 1931. 

2. Sulzberger, M. B., and Wise, F.: Ringworm and Trichophytin: Newer 
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cases of 135 patients with dermatophytosis who were given intradermal 


injections of trichophytin. 
METHOD OF STUDY 


For accuracy we have divided the cases into two groups: (1) those in which 
the diagnosis was confirmed by microscopic examination or by culture and (2) 
those in which it was not confirmed. Thirty-eight cases of dermatophytosis 
without “ids” were included in the study because good results were claimed even 
in these cases by Van Dyck and his co-workers. It should be remembered that in 
every case in which treatment was given the condition had been diagnosed 
clinically as dermatophytosis. This is stressed because it will be noted that some 
of the diagnoses were not confirmed by the laboratory tests. According to 
general practice today, negative results of laboratory tests do not necessarily 
rule out a clinical diagnosis of dermatophytosis. 

In 62 cases we used a commercial preparation of trichophytin; in 36 cases, 
trichophytin prepared at the Stuyvesant Square Hospital, and in 37 cases, a 
combination of the two, 0.1 cc. of each per dose. The trichophytin supplied to us 
by the Stuyvesant Square Hospital was prepared by Dr. E. Barthel and Miss E. 
Whitney according to the following method: 

The medium used was Sabouraud’s broth which had been made with 1 per cent 
peptone and 4 per cent crude dextrose. Into each of several 1 liter flasks 
was put 500 cc. of this broth. The flasks were placed in an Arnold sterilizer for 
forty minutes on three consecutive days. A two week old transplant of Tricho- 
phyton interdigitale was used to inoculate the flasks, care being taken to float 
the culture on the surface of the broth. After the culture had stood at room 
temperature for three months, the growth was removed to a sterile mortar and 
mixed to a gruel-like consistency with a small amount of broth from the culture. 
The contents of the mortar were triturated with carbon dioxide snow and frozen 
and thawed three times. This mixture was then measured into a sterile flask, and 
0.5 per cent by volume of phenol was added. The contents of the flask stood at 
room temperature for five days and were then filtered through paper. This filtrate 
was then passed through a medium Berkefeld filter which had been sterilized for 
forty minutes at 20 pounds’ (9.1 Kg.) pressure. Portions were tested for sterility 
on Sabouraud’s agar and blood broth before the final filtrate was bottled. At 
the same time, some material was withdrawn and the total nitrogen content was 
determined.* 

The strain of T. interdigitale was chosen because experiments had shown it to 
be the most frequent cause of dermatophytosis in this country. Williams and 
Barthel # found that all the cultures except three in the cases which they studied 
were Trichophyton interdigitale. These cultures were checked by Weidman.’ 
He has listed as the cause of dermatophytosis among a group of medical students 
T. interdigitale first, Epidermophyton cruris second, Trichophyton rubrum third and 
then various members of thée™Trichophyton gypseum group. Muskatblit® gave 
first place to Epidermophyton interdigitale, but he did not state whether the 
organism he found was a true epidermophyton, which grows slowly, or true T. 
interdigitale, which grows rapidly. 


3. The Lederle Laboratories, Inc.,: Personal communication to the authors. 

4. Williams, C. M., and Barthel, E. A.: Tinea of the Toe-Nails as a Source 
of Reinfection in Tinea of the Feet, J. A. M. A. 93:907 (Sept. 21) 1929. 

5. Weidman, F. D.: Pennsylvania M. J. 32:489, 1929. 

6. Muskatblit, E., and Director, W.: The Trichophytin Test: Report of 
Three Hundred and Fifty Cases, Arch. Dermat. & Syph. 27:739 (May) 1933. 
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Even though we were cognizant of the theory that the polysaccharides con- 

1 the active portion of trichophytin,? we used a fixed amount of nitrogen as 
our standard, 10 mg per hundred cubic centimeters. In this way we were assured 

having a constant factor in all our trichophytin. We believe that standardi- 

zation by means of tests on susceptible persons is subject to too many variables 
to give an accurate basis for duplicating preparations. 
In treating our patients we started with a dose of 0.1 cc. of a 1: 100 or 1:50 
dilution of trichophytin, depending on the severity of the reaction to the initial 
test dose. For the test doses we used several dilutions 9 as described by us 1° in an 
earlier paper. The injections were given every five to seven days and the con- 
centration was increased (1: 100, 1:50, 1:30, 1:20, 1:10, 1:5 and 1:1) depending 
on whether the previous injection had produced little or no local reaction. It is 
important to note here, as we have shown before, that it is necessary to avoid 
injecting the material into or too near areas where injections have been given 
previously for fear of obtaining falsely exaggerated local reactions. 

In order to evaluate our results properly, we did not use any local antiseptics 
as adjuncts to our treatment as did other observers. As a placebo in most of the 
cases we used petrolatum album. 

RESULTS 

Cases in Which Microscopic Identification Was Obtained.—Results 
in the Entire Group: In this group there were 83 cases. Strangely, in 
16 of these cases the trichophytin test was negative. We called attention 
to this observation in an earlier paper.’° 

\n analysis of our results reveals the fact that 10 patients were listed 
as cured, but this term was used with several qualifications: Four of the 
patients did not respond to follow-up letters, so that the permanence of 
the result could not be checked. One of the apparently cured patients 
had a recurrence in six months and the remaining 5 patients have 
remained cured for from one to seven months after the last treatment. 
Two of the patients who were listed as cured were quickly relieved after 
a single injection (the test dose). The miraculousness of these 2 
“cures” should, we feel, be subject to some skepticism. It is not unusual 
for an acute condition to clear up spontaneously, and in these 2 cases 
the symptoms were acute and of short duration. In 2 patients who 
were listed as cured the reaction to trichophytin had never been positive, 
and the patients were apparently cured after twelve and nineteen 
treatments, respectively. The disappearance of the eruption in these 
cases cannot be easily explained. Neither patient ever showed a reaction 
to the intradermal injections, and if negative responses indicate a lack 
or temporary absence of general allergy, it is doubly difficult to 


7. Laroche, J. G.: Thése de Paris, vol. 29, 1931. 

8. Hopkins, J. G.: Personal communication to the authors. 

9. The diluent used was physiologic solution of sodium chloride to which had 
been added 0.5 per cent by volume of phenol. 

10. Tolmach, J. A., and Traub, E. F.: Epidermophytids and the Tricho- 
phytin Reaction, Arch. Dermat. & Syph. 28:560 (Oct.) 1933. 
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ascribe credit for the relief obtained to the specificity of the treatment. 
One patient, who showed only a moderate improvement at the third 
injection and who stopped coming for treatment, was apparently com- 
pletely cured in five weeks without any further treatment. It is evident 
that we cannot be sure of the relationship between the treatment and 
the result in this instance. We therefore have left only 5 unquestionably 
cured patients; 1 of these patients had a recurrence in six months 
and 4 have not been heard from since the last treatment. In our opinion 
such a small percentage of cures (and by cures is meant, of course, only 
a clearing up of the condition) is not particularly encouraging, especiall) 
in view of the fact that mild cases were included in our series. 

Thirty-three patients were listed as improved under treatment. 
Though this number sounds more encouraging, we wish to explain that 
even the slightest improvement was considered enough to warrant the 
admittance of a patient to this group. It should be remembered, how- 
ever, that a patient who seems to one observer to be slightly improved 
may not give the same impression to the next observer. Eleven of the 
33 patients were only slightly improved. It might not be amiss to state 
here that improvement per se in cases of dermatophytosis is of no great 
significance. Improvement is seen in some cases when no treatment is 
given and in some cases when any type of treatment is given, and, most 
important, the improvement may be of short duration. 

The condition of 30 patients remained unchanged, and 10 patients 
were in a worse condition after treatment. 

Results in Cases of Dermatophytosis without “Ids”: There were 
21 such cases. Five of the patients showed a negative reaction to tricho- 
phytin, and 16, a positive reaction. In this group there were 3 apparently 
cured patients and 8 patients who showed improvement. Beneficial 
results were, therefore, obtained in 52 per cent of the patients who 
had only primary lesions. It has been generally assumed that with this 
therapy good results should be expected only in the patients with “ids.” 
It may be deduced here either that the domain of this form of treatment 
can be further extended or that there are some other unknown factors 
which influence the course of the disease. 

Results in Cases in Which There Was No Reaction to Trichophytin: 
The 16 patients who gave no reaction to trichophytin were treated, 
despite their immunologic status, only on the basis that they had definite 
superficial infection due to fungi. There were 2 apparently cured 
patients and 5 patients who showed improvement. We cannot explain 
the mechanism involved in obtaining beneficial results in 42 per cent 
of the patients who at no time showed any allergic changes. 

Results in Cases in Which Desensitization Was Obtained: We 
were able to desensitize 23 patients completely. Only 2 of these had 
primary infections alone. In this subgroup, which was manifestly the 
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st important to us because of our desire to desensitize the so-called 
allergic patients, we did not effect a cure in a single case. There were, 
however, 13 cases of improvement, but here, too, we must point out 

only 3 of these patients were definitely benefited, the others in 
our judgment having only varying and questionable shades of ameliora- 
tion. This subgroup involved our main objective in this therapy and 
as such was hardly encouraging. 

Cases in Which Microscopic Identification Was Not Obtained.—In 
this group there were 52 cases. The results more or less parallel those 
in the other groups. There were 4 apparently cured patients, 2 of whom 
showed recurrences within one month. There were 25 patients who were 
considered to have improved, with the same qualifications mentioned 
in the preceding group. In 18 patients the condition remained 
unchanged, and in 5 it became worse. 

Cases in Which Desensitization Was Obtained—We were able to 
lesensitize 17 patients in this group, 2 of whom were apparently cured 
and 5, improved, 2 of these being only slightly improved. 

Seasonal Variations —The effect of the season on the response to 
treatment was not noted to be of any particular importance except that 
spontaneous remissions were more frequently observed with the onset 
of cold weather and flare-ups and recurrences were noted at periods 
of increased heat and moisture. 


COMMENT 

It seems to us that in evaluating a remedy for such a capricious 
lisease as superficial dermatophytosis, with or without “ids,” credit 
should be given only for cure or for marked improvement. Using such 
a criterion, we fail to see any rational basis for considering that intra- 
dermal injections of trichophytin are particularly useful in the treatment 
of this disease. 

In some of our cases after a reasonable number of injections (from 
fifteen to twenty-five) had been given with no improvement, other 
agents, such as wet boric acid dressings, boric acid ointment, Whit- 
field’s ointment or x-rays, were used. In most instances improvement 
was noted in a short time. 

Some of our patients were definitely made worse by the injections, 
and treatment was stopped for fear of producing a severe exacerbation. 

We feel that desensitization, as manifested by the failure to react 
to 1:1 dilutions of trichophytin, had little or no effect on the course 
of the disease. 


There was certainly no evidence to encourage us in the hope that 
immunity can be induced by means of injections of trichophytin. 
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? 


On the whole, trichophytin had as little effect on the “ids,” in which 
improvement might have been expected theoretically, as on the mycotic 
foci, in which it was not expected. 

In view of the publicity that this treatment has attained among 
general physicians, we certainly believe that the comparatively small 
percentage of cases in which definite benefit was obtained hardly war- 
rants such a tedious and relatively expensive course of treatment in 
the average case. 

We used two different preparations of trichophytin and did not note 
any difference in the results obtained. 

Of all our patients for whom a diagnosis of dermatophytosis had 
been made clinically, 21 per cent showed a negative reaction to intra- 
dermal injections of trichophytin. 

We were impressed with the fact that follow-up letters alone gave 
no information of value. It was necessary to depend on objective signs 
which could be evaluated only by a personal examination. 

The value of injections of trichophytin cannot be accurately deter- 
mined if effective local treatments are given concomitantly. It is well 
known that the use of boric acid alone can be of great help in some cases 
of dermatophytosis. 

In view of the fact that a patient with dermatophytosis frequently 
shows periods of remission and relapse, we feel that authors should be 
more conservative in reporting cures and good results in cases of this 
disease. 

In regard to desensitization, it has been our experience that this is 
only temporary. All our patients who had been desensitized and who 
returned to us with recurrences showed the same reaction to trichophytin 
that they had shown before the first treatment was instituted, As these 
patients returned after periods varying from two weeks to several 
months, it is safe to conclude that the desensitization lasts only during 
and possibly for only a short period after the course of treatment. 

We are cognizant of the possibility that other agents, either physical 
or chemical, acting on already sensitized skin may contribute to the 
apparent lack of improvement or cure in some cases. On the other 
hand, we have no definite basis for knowing whether all patients who 
fail to respond are subjected to such outside factors. 


SUMMARY 


One hundred and thirty-five patients with dermatophytosis, in general 


b 


accompanied with so-called “ids,” were given intradermal injections of 
trichophytin. 
Apparent cures were obtained in 14 cases. Some of the patients 


showed early recurrence, and some of the so-called cures are questioned. 
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Varying degrees of improvement were noted in 58 cases. Many of 
these patients returned to us showing either no further progress or 


exacerbation of symptoms. 

In 63 cases no change was observed or the patient’s condition was 
made worse by the treatment. 

In our experience trichophytin apparently had little if any effect on 
the course of dermatophytosis. 


ABSTRACT OF DISCUSSION 

Dr. Joun H. Stokes, Philadelphia: One cannot do other than warmly appre- 
ciate the genuine effort that has been made to obtain an evaluation in this study. 
The whole question of infections due to fungi, from the standpoint of etiology, 
deserves a critical review by a special committee. The constitutional background 
of the mycotic infections receives scant attention, and reports of the clinical con- 
trol of these infections are full of conflicting statements and misunderstandings. 
Discussions of the value of fungicides and fungistatics are more frequently beside 
than to the point. Particularly are no controls exercised on-the clinical side 
against the adventitious factors of shoe leather, diet, peripheral vasodilators such 
as alcohol, the emotional element, wool, silk and other substances—all influences 
that undoubtedly affect the patients and the status of the local applications 
employed. 

A second point that occurs to me in the use of trichophytin and oidiomycin 
concerns the employment of homeopathically small doses of the biologic desensitiz- 
ing agent. I was greatly interested in some work by Small on acute rheumatic 
fever, illustrating the superior effects secured by extremely minute doses of 
vaccine, and I have applied this principle with good effect in dealing with levurids, 
streptococcids and occasionally oidiomycids in my own practice. The usual scale 
of dosage recommended by bacteriologists and manufacturers of vaccine is much 
too high to be employed successfully for patients who are genuinely sensitive to 
the organisms with which they are infected. 

Dr. Eart D. Ossorne, Buffalo: I think Dr. Traub is to be commended for 
his well controlled experiment. Several years ago my associates and I were 
greatly interested in this line of research, and in many proved cases of ringworm 
we made tests with commercial trichophytin and with trichophytin produced in 
our own laboratories. We reported on our results in 100 proved cases of ring- 
worm, most of which were cases of long-standing chronic, recurring infection. 
On the whole, our results were discouraging. We obtained some temporary 
improvement, but sooner or later the infection recurred. I am certain that there 
were no permanent benefits as a result of the use of trichophytin. I still believe 
that the condition of the soil of the individual skin is the most important thing 
to be considered in the treatment of ringworm, and when chemists like Dr. Sharlit 
tell how this soil can be changed, more will be accomplished in the treatment 
of this disease. 

Dr. Uno J. Witz, Ann Arbor, Mich.: I know nothing about trichophytin, but 
| wish to call attention to the fact that a certain pharmaceutic house, or biologic 
laboratory, is sending agents throughout the country to demonstrate various 
specific forms of trichophytin and using the names of members of this association 
from New York in endorsements of the highly successful results obtained with 
these preparations. One agent came to my office a short time ago, and I was con- 
vinced after a few moments’ conversation that he was using these names without 
authority. 
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Dr. Frep WisE, New York: Many of the statements and deductions expressed 
in this paper are definitely opposed to some of the ideas that Sulzberger and | 
have had occasion to publish recently. It must be admitted that he and I haye 
not yet collected and investigated a sufficient number of cases—as have the 
authors of this paper—to permit us to draw anything but tentative conclusions. 
However, it is my belief that immunization will play an important r6le in the cure 
of ringworm and infections due to Monilia after more experience has been gained 
in the use of these vaccines. 

I believe that many patients with ringworm of the toes recover without treat- 
ment and that many patients would get well just as expeditiously by using 5 cents’ 
worth of tincture of iodine (diluted) as against 5 dollars’ worth of some of the 
recently propagandized chemical formulas. 

Dr. Wile, in referring to one of our members whose name is used in a printed 
leaflet accompanying the cartons of trichophytin vaccine, directed his gaze 
squarely at me. It is true that the manufacturer refers to a paper published by 
Sulzberger and me. The first time that I gained knowledge of this fact was 
when I opened one of the cartons and read the leaflet. Dr. Wile’s criticism is 
accepted. 

Dr. Cuartes M. Wittrams, New York: I wish to compliment Dr. Traub on 
his paper, which I think concerns one of the most difficult problems in medicine. 
There are few facts that are more difficult to ascertain than whether a certain 
treatment is having any effect, good or bad. I have tried treatment with tricho- 
phytin in my private practice and have had the same experience which Dr. Traub 
reports. For a week or two there is an improvement and then there is a relapse, 
no matter what is done. 

One point not spoken of concerns the persistence of the source of infection in 


some patients. I have seen conditions that have persisted for years and have 
found the patients after five years or more with symptoms so slight that they 
could have been overlooked. 

Referring to Dr. Wile’s remarks, I may state that I applied to a firm for 
some trichophytin for experimental purposes and was told that I could not have it 
unless I would say that it was effective. Needless to say, i did not obtain the 
vaccine. 


Dr. Kart G. Zwick, Cincinnati: In view of the omnipresence of the dermato- 
mycoses, the results of Dr. Traub’s investigation of the therapeutic value of 
trichophytin interest me greatly. The interest is personal, as my experience, at 
least with the polyvalent commercial trichophytins, is analogous to Dr. Traub’s. 

Dr. Traub refers to the psychologic necessity of using petrolatum album as a 
placebo. Since the mycologists (I mention only Kadisch) hold that the hyphomy- 
cetes have a vital need of oxygen, I should expect that the application of an 
occlusive, oxygen-excluding substance (even though otherwise practically inert) 
such as petrolatum would tend to deprive the fungi of at least some of their supply 
of oxygen and thereby inhibit their growth. From that standpoint it would be 
enlightening to divide the patients into two groups, one with and one without 
applications of petrolatum, and compare the therapeutic results. 

Dr. Eucene F. Traus, New York: The point that Dr. Zwick mentions is one 
that I expected would probably be brought up. We tried not to use any local 
remedy, but it is practically impossible to keep clinic patients under observation 
without having them use something on the skin. Perhaps one fourth or one fifth 
of the patients received no treatment locally. The others we were forced to supply 
with some local remedy, and we selected petrolatum simply because it was the 
best placebo that occurred to us. In regard to Dr. Zwick’s reference to the 
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nhibitory action of petrolatum on hyphomycetes, I may state that we feel that if 
s theory is correct our results naturally would have been even less favorable. 
In regard to dosage, I think Dr. Stokes is correct in saying that large doses 
dangerous and that better results are obtained from small ones. We also 
Initial improvement followed the first dose in many cases, 


ind that to be true. 
then the condition seemed to remain stationary and the disease ran its usual 
Our doses were given at intervals of four or five days, but possibly 


but 
ourse. 
reater intervals or smaller doses might have proved more satisfactory. 
We attempted as best we could to rule out all extraneous factors, but in the 
vpe of clinic patient with whom we were dealing, this was difficult, and I do not 
know how well we succeeded. We sent out follow-up letters and received numer- 
us testimonials concerning the excellence of our treatment. If we had based our 
nclusions on the results as reported from the patients’ letters, our conclusions 
This 


vould have been different. We had as many as possible of the patients come in 
us and found that in a number of instances the patient still had an extensive 


t¢ 
eruption despite his glowing written report of the fine condition of the skin. 
experience definitely proved to us that no importance can be given to a patient's 


written statement regarding his condition and that for purposes of scientific work 


and reports all patients must be examined personally. 
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PATHOLOGIC PHYSIOLOGY 


Disturbances of the digestive tract during or soon after treatment 
of syphilis with arsphenamine are common. There are at least two 
forms of these disturbances, one characterized principally by fever, chills, 
vomiting and diarrhea and a second characterized primarily by jaundice. 


There can be no question that the latter syndrome is due in most cases 
to damage to the liver. The former reaction is possibly also due to some 
transient injury of the liver, as shown by the evidence that these mani- 
festations can be prevented by treatment which relieves the load carried 
by the liver and by the fact that some patients who have had repeated 
reactions eventually have jaundice. 

The jaundice which occurs during antisyphilitic treatment may be 
due to the primary infection, to a hepatic Herxheimer reaction or to 
direct or indirect injury of the liver by the arsenicals. Jaundice occurred 
in syphilitic patients before the era of arsphenamine therapy ; however, 
the frequency of this accident has greatly increased since the introduc- 
tion of the arsphenamine compounds. The incidence of jaundice in 
syphilitic patients treated with arsphenamine was reported by Harrison’ 
as 0.6 per cent, by Chargin and Orgel * as from 0.6 to 0.89 per cent, by 


Sodium dehydrocholate is available in the form of decholin sodium (obtain- 
able from Riedel-de Haen, Inc., New York), which has been accepted by the 
Council on Pharmacy and Chemistry of the American Medical Association. 

1. Harrison, L. W.: The Treatment of Syphilis, Canad. M. A. J. 7:31, 1917. 

2. Chargin, L., and Orgel, S. Z.: Jaundice in Syphilitic Persons Receiving 
Arsenical Medication, Arch. Dermat. & Syph. 7:495 (April) 1923. 
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Gastou and Pontoizeau* as 0.76 per cent, by Wile and Sams‘ as 1 
per cent, by Stokes, Ruedemann and Lemon ®* as 1.3 per cent, by Scott 
and Pearson ® as 1.7 per cent, by Pulvermacher’ as 2.75 per cent, by 
Friedmann * as 3 per cent and by Clément-Simon and Vulliémoz ® as 5 
per cent. Jaundice occurs in untreated patients with syphilis with a 
frequency of 0.18 per cent according to Wile and Sams,‘ 0.26 per cent 
according to Goldstein *° and 0.37 per cent according to Werner.’ The 
relatively high incidence of jaundice following treatment with arsphen- 
amine incriminates this drug and its derivatives as a hepatotoxic 
substance. 

When one considers that an ordinary dose of neoarsphenamine may 
contain from 100 to 200 mg. of metallic arsenic, it is to be wondered at 
that more instances of damage to the liver are not encountered; this 
is especially striking when this dose is compared with the average dose 
of inorganic arsenical compounds, such as solution of potassium arsenite 
and arsenic trioxide, which contains about 2 mg. of arsenic. 

Further reflection along this line recalls the theories recently pro- 
posed by men prominent in the field of allergy (Frei, Sulzberger and 
others) that the toxic effects on the liver are due to specific sensitization 
of the cells of the liver rather than to a direct destructive chemical action. 
However, that arsenic as such is found in the liver within two hours 
after the injection of arsphenamine has been pointed out in the pre- 


liminary report of this paper,’* in which Osborne’s work on micro- 
chemical studies of arsenic in the liver after the injection of arsphen- 


3. Gastou, P., and Pontoizeau, E.: Ictéres précoces et tardifs d’origine 
novarsénobenzolique, Bull. Soc. franc. de dermat. et syph. 30:41, 1923. 

4. Wile, Udo J., and Sams, Wiley M.: A Study of Jaundice in Syphilis, Am. 
|. M. Sc. 187:297 (March) 1934. 

5. Stokes, J. H.; Ruedemann, R., Jr., and Lemon, W. S.: Epidemic Infec- 
tious Jaundice and Its Relation to Therapy of Syphilis, Arch. Int. Med. 26:521 
(Nov.) 1920. 

6. Scott, G. O., and Pearson, G. H.: Syphilitic and Arsenical Jaundice, Am. 
J. Syph. 3:628 (Oct.) 1919. 

7. Pulvermacher, D.: Zur Frage des Spatikterus nach Salvarsan, Dermat. 
Ztschr. 24:577, 1918. 

8. Friedmann, M.: Ueber Gelbsucht bei Syphilitikern wahrend und nach 
der Neosalvarsanbehandlung, Dermat. Ztschr. 26:317, 1918. 

9. Clément-Simon, and Vulliémoz, C.: Note sur 55 cas d’ictére observés en 
un an chez 1,100 syphilitiques traités par le novarsenic, Bull. Soc. frang. de 
dermat. et syph. 27:263, 1920. 

10. Goldstein, O.: Zwei Falle von Eruptionsicterus bei Syphilis, Wien. med. 
Wchnschr. 54:1861, 1904. 

ll. Werner, S.: Beitrage zur Pathologie des Ikterus syphiliticus, Miinchen. 
med. Wchnschr. 44:736, 1897. 

12. Appel, B.: Sodium Dehydrocholate in Arsphenamine Poisoning, Arch. 
Dermat. & Syph. 27:401 (March) 1933. 
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amine was discussed. That there must be some other factor than the 
mere total mass of metallic arsenic in the development of these reac- 
tions is further borne out by the fact that in administering a dose of 
tryparsamide as much as from 300 to 800 mg. of arsenic metal is given, 
Although no search was made for statistics of the incidence of damage 
to the liver following the administration of tryparsamide, it is the 
impression of one of us that it is not as great as that following the use 
of the other arsphenamine derivatives. 

There are a number of observations which throw doubt on the 
question whether the arsenic is the only factor in the increase of jaundice. 
O’Leary ** stated: ‘The belief that all cases of post-arsphenamine jaun- 
dice are the result of the effect of the arsenic on the liver cells has 
been too readily accepted.” He also stated, and we agree with him 
fully, that some cases may occur as a result of toxic or infectious 
hepatitis, obstructive jaundice from stones or carcinoma of the head 
of the pancreas or other causes outside the liver. Ruge,"* as a result 
of his observations on men in the German navy, expressed the belief 
that postarsphenamine jaundice may be due to infection caused by 
paratyphoid and colon bacilli. Zieler** expressed the belief that the 
cause of late jaundice is not arsphenamine. Stokes, Ruedemann and 
Lemon ° expressed the opinion that the condition is epidemic jaundice 
unrelated to syphilis or to the arsenicals. Kolmer and Lucke '* raised 
the question whether parenchymatous degeneration of the liver follow- 
ing the administration of arsphenamine may not be due to the vascular 
phenomena agglutination and embolism. The pathologic changes pro- 
duced in the liver were studied by these authors. Briefly, they demon- 
strated that after a single massive dose, with the animal dying in one 
or two days, there are congestion of the intralobular veins and numerous 
thrombi of erythrocytes. There is a slight cloudy swelling of the liver 
cells. If the animal survives five days there are, in addition, small areas 
of necrosis irregularly distributed. After multiple therapeutic doses of 
arsphenamine they demonstrated slight peripheral fibrosis with multiple 
foci of necrosis about blood vessels. 


13. O’Leary, Paul A.: Post Arsphenamine Jaundice, M. Clin. North America 
8:1203, 1924. 

14. Ruge, H.: Die Zusammenhange zwischen Syphilis, Salvarsan und der 
sogenannten katarrhalischen Gelbsucht auf Grund von 2550 in der Marine von 
1919-1929 beobachteten Fallen, Dermat. Wchnschr. 94:278 (Feb. 20) 1932. 

15. Zieler, K.: Ueber die Zusammenhange zwischen Syphilis, Salvarsan und 
der sogenannten katarrhalischen Gelbsucht, Dermat. Wchnschr. 94:758 (Feb. 28) 
1932. 

16. Kolmer, J. A., and Lucke, B.: A Study of the Histologic Changes Pro- 
duced Experimentally in Rabbits by Neo-Arsphenamine, Arch. Dermat. & Syp. 
3:515 (April, pt. 2) 1921. 
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\ccording to Kartamischew,"’ injury to the liver by arsphenamine 
is manifested in a few hours by the appearance of lipase in the blood. 
Obregia and Carniol ** detected arsenic in the bile twenty-five minutes 
after an intravenous injection of arsphenamine. According to Bulmer,'® 
more arsenic is excreted through the feces than through the urine, bile 
being the main route by which the organism rids itself of arsenic. On 
the other hand, Mathieu *° concluded that seven days after an intra- 
venous injection of neoarsphenamine 40 per cent remains in the body. 
[his is stored largely in the parenchymatous organs, to a great extent 
in the liver. Aladow and Richter *' reported retention of arsphenamine 
in the liver for months. Sieburg ** formulated the following possi- 
bilities: It is eliminated or stored as unchanged arsphenamine, organic 
split products or ionized arsenic, in the form either of arsenous or of 
arsenic acid; the deposited drug may also gradually be converted by 
oxidation into arsenoxide. Our own observations as to the amount 
of arsenic stored in the liver are presented later. 

Definite damage to the liver may occur with or without jaundice. 
The exhaustive studies of Lewin ** have left no doubt that some func- 
tions of the liver, like the formation of fibrinogen, may be disturbed 
without interference with the excretion of bile. According to Lewin, 
in 22 per cent of persons treated with arsphenamine there is no evidence 
of damage to the liver, and in 8 per cent an increased sensitiveness of 
the liver can be demonstrated by various functional tests. In about 5 
per cent there is some dysfunction of the liver preceding treatment with 
arsphenamine, which is probably not specific but is caused by other 
factors such as alcohol and grip. Therefore, in about 65 per cent of 
persons treated with arsphenamine some dysfunction of the liver can 
be elicited. When one considers the highest reported incidence of 
jaundice in syphilitic persons treated with arsphenamine, namely, 5 per 
cent, in the vast majority of cases of damage to the liver the condition 
is not accompanied by jaundice and is clinically overlooked. 

17. Kartamischew, A.: Influence of Arsphenamine on Liver Functioning, Arch. 
f. Dermat. u. Syph. 147:100 (April) 1924. 

18. Obregia, A., and Carniol, A.: Sur l’élimination du neosalvarsan par la 
bile, Compt. rend. Soc. de biol. 78:468, 1915. 

19. Bulmer, F. M. R.: Experimental Research on Distribution and Elimina- 
tion of Organic Arsenic Compounds After Intravenous Administration, J. Pharma- 
col. & Exper. Therap. 21:301 (June) 1923. 

20. Mathieu, L.: Bilan d’élimination de l’arsenic dans les urines et les féces, 
Rev. méd. de Vest 50:713, 1922. 

21. Aladow and Richter, quoted by Wile and Sams. 

22. Sieburg, E.: Zur Biologie aromatischer Arsenverbindungen, Ztschr. f. 
physiol. Chem. 97:53, 1916. 

23. Lewin, E. M.: Neues zur Lehre von der toxischen Wirkung der Arseno- 
benzol Praparate auf die Leber, Arch. f. Dermat. u. Syph. 157:578 and 583, 1929; 
158:68, 1929. 
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The incidence of jaundice in syphilitic persons treated with ars- 
phenamine may be divided into intertherapeutic and posttherapeutic 
phases. The clinical manifestations are identical in the two forms. 
but the time of occurrence differs. If the jaundice occurs during treat- 
ment it is called intertherapeutic ; if it occurs three or more weeks after 
the last treatment with arsphenamine it is called posttherapeutic. 
Admitting that in a small group of cases intertheraputic jaundice may 
be due to insufficient treatment, particularly cases of syphilis in the sec- 
ondary stage, or to a hepatic Herxheimer reaction, we still believe that 
the condition in the vast majority of these cases is caused directly or 
indirectly by arsenic. There is considerable evidence that in cases of 
posttherapeutic jaundice other factors than arsenic may play a part in 
the etiology. We have already mentioned the suggestions of O’Leary." 
Osler suggested a hepatorecurrence; others (Wile and Sams‘) have 
suggested intercurrent infectious jaundice. 

The clinical picture resembles that of catarrhal jaundice. The early 
disturbances of the digestive tract develop a few hours after an injec- 
tion. The onset is gradual. The first manifestations are malaise, 
anorexia and listlessness. There may be fever; nausea and vomiting, 
with or without diarrhea, are common. Occasionally these manifesta- 
tions terminate in a transient type of jaundice; more frequently they 
develop into a classic picture of arsphenamine jaundice. Within from 
twenty-four to seventy-two hours the scleras become jaundiced. Simul- 
taneously the urine becomes dark, and at about the same time the skin 
and mucous membranes become discolored. Itching may or may not be 
present. This type of jaundice is usually stationary for from several 
days to two to four weeks; afterward, it slowly subsides and lasts from 
four to six weeks, rarely longer. The liver is usually enlarged and the 
edge is sharp, smooth and slightly tender. The spleen is rarely felt. 
The tongue is moist and usually is not coated. There is often a bitter 
disagreeable taste. The stools may at first be clay-colored and acholic ; 
later they become of normal color and contain bile. The icteric index 
and the results of the van den Bergh test are elevated. There may be 
slight leukocytosis. The urine is of high color owing to excretion of 
bile pigment; a slight trace of albumin is often found. It is worth 
mentioning that although the van den Bergh test is an index of reten- 
tion of bile pigment, it is not an indication of the degree of the accom- 
panying symptoms associated with the retention of bile. Subacute or 
acute yellow atrophy is, fortunately, rare; there is a high mortality in 
such cases. Therefore, the development of jaundice in a patient receiv- 
ing arsphenamine is regarded with great apprehension. 

In the preliminary report of this paper’® the action of sodium 
dehydrocholate in the prevention and treatment of reactions of the 
liver to arsphenamine was discussed. A brief review of the physiologic 
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action of this drug as reported by Sterner, Bartle and Lyon was also 
presented. Since then, Clara ** has published histologic observations on 
the action of sodium dehydrocholate. There is a distinct increase of 
biliary secretion. This is manifested by an increase in the diameter of 
the bile capillaries and perilobular biliary ducts. There is a flattening of 
the epithelium lining the interlobular bile ducts. The larger intrahepatic 
and extrahepatic bile ducts remain unchanged. This action of sodium 
dehydrocholate is noticeable in the histologic preparation up to twenty- 
four hours after its administration. The height of the reaction occurs 
in forty-five minutes. There is no evidence of injury either within the 
liver or within the bile ducts after a therapeutic dose of this prepara- 
tion. In our experimental work, performed on rabbits, we studied by 
means of quantitative chemical analysis the effect of sodium dehydro- 
cholate on the elimination of arsenic from the liver. 


EXPERIMENTAL WORK 


Apparently healthy small rabbits of even weight and ordinary stock and receiv- 
ing the usual care and food were selected for the experiment. All injections were 
made into the large vein of the ear, and the solutions and apparatus were used 
under ordinary conditions of sterility. The rabbits were quickly killed while under 
chloroform anesthesia within a few minutes. The liver, in some cases with and 
in other cases without the gallbladders, was carefully dissected out, placed in a 
clean glass jar with no preservative and sent to the chemical laboratory for 
analysis. 

The neoarsphenamine used was that supplied by the Department of Public 
Health of Massachusetts for use in the regular clinics and is the brand used in 
the clinical work in the department for diseases of the skin at the Boston City 
Hospital. It was freshly dissolved in distilled water just prior to injection in the 
proportion of 10 mg. per cubic centimeter in those experiments in which 8 mg. 
per kilogram of body weight was given and in the proportion of 100 mg. per cubic 
centimeter in the experiments in which 80 mg. per kilogram of body weight was 
given. The latter doses are considered toxic and the former therapeutic. When 
solution of sodium dehydrocholate or solution of sodium thiosulphate was added 
the two solutions were sucked up into the syringe and mixed by gentle rotation 
of the syringe on its short axis, care being taken not to mix air into the contents. 

The quantitative analyses for arsenic were carried out under the direction of 
Arthur Cresswell in the laboratories of the department of chemistry of the Massa- 
chusetts Institute of Technology. The technic was the standard procedure for 
the quantitative determination of a small amount of arsenic by the Gutzeit method. 
Each analytic result is the average of three determinations, all of which checked 
closely. For each series tested a fresh standard was made by the use of a known 
amount of arsenic. The analyses of the livers from the rabbits which received 
the larger doses (80 mg. per kilogram of body weight) were less accurate than 
the other determinations because of the larger arsenical content and _ the 


24. Clara, Max: Histologische Untersuchungen iiber die Veranderungen der 
Gallenwege bei kiinstlich gesteigerter Cholerese durch Dehydrocholsaure, (Decho- 
lin), Med. Klin. 30:203, 1934. 
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correspondingly smaller sample used. 


AND 


SYPHILOLOGY 


The resultant larger multiplication 


lactors 


introduced a margin of error corresponding to approximately plus or minus 5 


micrograms; this is about 5 


of neoarsphenamine retained by the liver. 


EXPERIMENT 1 
Date: Jan. 3, 1933 
Neoarsphenamine: 8 mg. per kilogram of body weight 


Animals killed 2 hours after injection; gallbladder left attached to liver 


Rabbit 1 


Body weight 
Weight of liver and gallbladder 
Dose of arsphenamine 


Weight of arsenic in liver (as arsenic trioxide) 

Neoarsphenamine retained in liver 

Ratio of body weight to percentage of neoarsphen- 
amine retained in liver... 

Ratio of weight of liver to percentage of neoars- 
phenamine retained in liver 


EXPERIMENT 2 
Date: Jan. 10, 1933 
Neoarsphenamine: 8 mg. per kilogram of body weight 


0.51 


1.2 Kg. 
50.69 Gm. 
10 mg. (plain) 


per cent of the figures representing the percentage 


Rabbit 2 


1.3 Kg. 


82.13 Gm. 
10 mg. (plus 1 ee. 
5% solution of sodium 


dehydrocholate) 


0.1 mg. 


empmiee: 
2.359 


0 


Animals killed 24 hours after injection; gallbladder left attached to liver 


Rabbit 3 
1.6 Kg. 
46.63 Gm. 
13 mg. (plain) 


Body weight 
Weight of liver and gallbladder.. 
Dose of neoarsphenamine.... 


0.055 mg. 
0.99% 


Weight of arsenic in liver (as arsenic trioxide) 

Neoarsphenamine retained in liver 

Ratio of body weight to percentage of neoars- 
phenamine retained in liver 

Ratio of weight of liver to percentage of neo- 
arsphenamine retained in liver 


EXPERIMENT 3 
Date: Jan. 17, 1933 
Neoarsphenamine: 80 mg. per kilogram of body weight 


Rabbit 4 
1.8 Kg. 
114.84 Gm. 


15 mg. (plus 
1 ee. 5 per cent 
solution of 
sodium de- 
hydrocholate) 
0.023 mg. 

0.36% 


5.0 


319.0 


Animals killed 2 hours after injection; gallbladder left attached to liver 


Rabbit 6 
1.6 Kg. 
53.80 Gm. 
128 mg. (plain) 


Body weight 
Weight of liver and gallbladder 
Dose of neoarsphenamine 


1.1 mg. 
2.02% 


Weight of arsenic in liver (as arsenic trioxide) 

Neoarsphenamine retained in liver.. 

Ratio of body weight to percentage of neoars- 
phenamine retained in liver 

Ratio of weight of liver to percentage of neo- 
arsphenamine retained in liver 


0.8 

26.9 
EXPERIMENT 4 
Date: Jan. 30, 1933 


Neoarsphenamine: 8 mg. per kilogram of body weight 
Animals killed 2 hours after injection; gallbladder removed 


Rabbit 9 
1.96 Kg. 
83.89 Gm. 
16 mg. (plain) 


Body weight 
Weight of liver 
Dose of neoarsphenamine 


Rabbit 7 
1.7 Kg. 
48.18 Gm. 
136 mg. (plus 
1 ec. 5 per cent 
solution of 
sodium de- 
hydrocholate) 
0.9 mg. 


1.6% 


1.06 


Rabbit 10 
1.6 Kg. 
38.41 Gm. 

13 mg. (plus 
1 ec. 10 per cent 
solution of 
sodium thio- 
sulphate) 


0.08 mg. 
2.28% 


0.57 


36.0 


Rabbit 5 
1.62 Kg. 
68.07 Gm. 
13 mg. (plus 
1 ee. 5 per cent 
solution of 
sodium thio 
sulphate) 
0.032 mg. 


0.58% 


2.8 


Rabbit 8 
1.8 Kg. 
40.03 Gm. 
144 mg. (plus 
1 ec. 10 per cent 
solution of 
sodium thio 
sulphate) 
0.9 mg. 


sili 
1.5% 


1.2 


Rabbit 11 
1.8 Kg. 
80.71 Gm. 
15 mg. (plus 
1 ec. 5 per cent 
solution of 
sodium de- 
hydrocholate) 
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0.150 mg. 
2.2% 


Weig f arsenic in liver (as arsenic trioxide) 

Neoarsphenamine retained in liver 

Ratio of body weight to percentage of neoars- 

" phenamine retained in liver 0.9 

Ratio of weight of liver to percentage of neo- 
arsphenamine retained in liver 38.1 

EXPERIMENT 5 

Date: Feb. 6, 1983 

Neoarsphenamine: 80 mg. per kilogram of body weight 

Animals killed 2 hours after injection; gallbladder removed 


Rabbit 12 

1.72 Kg. 

58.76 Gm. 
140 mg. (plain) 


Body weight 
Weight of liver 
of neoarsphenamine 


HEPATITIS 


0.047 mg. 
0.85% 


1.9 


45.0 


Rabbit 13 
1.78 Kg. 
92.72 Gm. 
140 mg. (plus 
1 ce. 5 per cent 
solution of 
sodium thio- 
sulphate) 
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0.071 mg. 
1.1% 


Rabbit 14 
1.86 Kg. 
97.01 Gm. 
140 mg. (plus 
1 ce. 5 per cent 
solution of 
sodium de- 
hydrocholate) 


1.9 mg. 


3.0% 


2.4 mg. 
4.0% 


2.9 mg. 
4.9% 


Weight of arsenic in liver (as arsenic trioxide) 

Neoarsphenamine retained in liver 

Ratio of body weight to percentage of neoars- 
phenamine retained in liver 0.35 

Ratio of weight of liver to percentage of neo- 
arsphenamine retained in liver 


0.45 0.62 


23.4 32.3 


COMMENT 


The significant figures are those which represent the ratio of the 
weight of the liver to the percentage of neoarsphenamine retained as 
calculated from the quantitative determination of arsenic metal. Let us 
call this the “ratio of protection.” The significance of this is most 


By calculating the percentage of neoars- 


clearly seen in experiment 2: 
phenamine retained in the liver of rabbit 4 when sodium dehydrocholate 
This 
But 


the mass of the two livers showed considerable difference ; that of rabbit 


was added to the neoarsphenamine, the figures are 0.36 per cent. 
compares favorably with 0.99 per cent for the control rabbit (3). 


3 weighed 46.63 Gm., and that of rabbit 4 weighed 114.84 Gm. The 
degree of protection is, therefore, actually greater with the total amount 
of the drug than is apparent by consideration only of the percentage 
retained. This ratio of protection is also nearer to a correct index of 
the action on the liver than the ratio of the percentage retained by the 
liver to the body weight because there was such an obvious disproportion 
between the body weight and the weight of the liver in the different 
For instance, rabbit 4 weighed 1.8 Kg. and its liver weighed 
114.84 Gm., while rabbit 3 weighed 1.6 Kg. but its liver weighed only 
46.63 Gm. 


On comparison of the results in experiment 1 with those in experi- 
ment 3 one gets almost identical results; that is, there was apparently 
little difference in the ratios of protection between the rabbits receiving 
plain neoarsphenamine and those receiving arsphenamine mixed with 
either sodium thiosulphate or sodium dehydrocholate. Further, there 
seems to be no difference between the results obtained in those rabbits 
receiving a small dose of neoarsphenamine and those for the animals 


rabbits. 
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receiving a toxic dose. There is a considerable difference in the results 
in experiment 4, however, which differed in principle from experiment 
1 only in that the gallbladders were removed at autopsy and were not 
included in the chemical analysis. The ratio of protection in rabbit 
11, which received sodium dehydrocholate, was 73 as compared with 45 
in rabbit 10, which received sodium thiosulphate, and 38.1 in rabbit 9. 
which received neoarsphenamine alone. Therefore, the most logical 
explanation is that the bile excreted into the gallbladder during the 
first two hours after the injection contains a great deal of the excreted 
arsenic. This corroborates the well known fact that a large amount of 
arsenic is excreted by the feces and shows clearly that this excretion is 
by way of the liver. 

In experiment 2 even more striking figures were obtained. The ratio 
of protection in rabbit 4, which received sodium dehydrocholate, was 
319, as compared with 117 in rabbit 5, which received sodium thiosul- 
phate, and with 46.6 in rabbit 3, which received neoarsphenamine alone. 
This shows a high degree of protection of the liver by sodium dehydro- 
cholate. It also shows that the excretion of arsenic, although in a large 
part occurring within two hours after the injection, continues for some 
time longer so that there is an appreciable and important additional 
amount excreted by the end of twenty-four hours. The gallbladder 
has obviously emptied itself in the meantime. Experiment 4 proves 
that this is so by demonstration that although the ratio of protection 
was definitely greater in the rabbit receiving sodium dehydrocholate 
than in the other two, it was still not as high as in the rabbit killed 
after twenty-four hours. 

Experiment 5 demonstrates that there is a mass relation in the excre- 
tion of arsenic. Although the order of the ratio of protection is the 
same as in the other experiments, that is, the highest with sodium 
dehydrocholate, the figures are much lower than those for the smaller 
doses, as in experiment 4. This mass relation is not, however, in direct 
proportion to the amount because the doses used in the fifth experi- 
ment were ten times as great as those in the fourth, but the ratios of 
protection were only approximately one-half as much. 


DEDUCTIONS 


Arsenic appears in the feces after the intravenous injection of ars- 
phenamine as a result of excretion from the liver via the gallbladder. 

A large portion of the excreted arsenic appears within two hours, 
but excretion continues to an important degree up to within twenty-four 


hours. 
The amount of arsenic excreted by the liver is proportional to the 
amount of arsphenamine administered, but not directly so. 
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\Vhen sodium thiosulphate is mixed with neoarsphenamine before 
its administration intravenously, a larger amount of arsenic is excreted 


hy the liver than when neoarsphenamine alone is given. 
~ When sodium dehydrocholate is mixed with neoarsphenamine before 
it is administered intravenously, there is a much larger amount of arsenic 
excreted by the liver than when sodium thiosulphate is used. 

The use of sodium dehyrocholate gives a high ratio of protection 
to the liver from the retention of arsenic. 


CLINICAL STUDIES 
JAUNDICE FOLLOWING TREATMENT WITH NEOARSPHENAMINE 


Case 1—A married woman aged 31 was admitted to the outpatient department 
on May 19, 1932, with a diagnosis of latent syphilis. By August 8 the patient 
had received seven injections of neoarsphenamine as follows: 0.3, 0.3, 0.45, 0.3, 
0.3, 0.3, and 0.45 Gm. After the third injection she had nausea and chills which 
lasted two days. After the last injection she lost her appetite, felt tired and had 
pain in the right side after eating, and the eyes became yellow. Examination 
revealed jaundice, and the edge of the liver was palpable and tender. A quanti- 
tative van den Bergh test of the blood indicated 2.1 mg. of bilirubin per hundred 
cubic centimeters. 

On August 9, 10 cc. of a 5 per cent solution of sodium dehydrocholate was 
injected intravenously. On August 11 the patient felt better. Blood taken for the 
quantitative van den Bergh test indicated 1.6 mg. of bilirubin. Ten cubic centi- 
meters of a 5 per cent solution of sodium dehydrocholate was injected intra- 
venously. On August 13 she felt much better; nausea and abdominal pain were 
decreasing, and there had been a marked increase in appetite. A quantitative 
van den Bergh test of the blood indicated 1.1 mg. of bilirubin per hundred cubic 
centimeters. Ten cubic centimeters of a 5 per cent solution of sodium dehydro- 
cholate was administered intravenously. 

On August 16 the patient felt well. A quantitative van den Bergh test cf 
the blood indicated 0.8 mg. of bilirubin, and 10 cc. of a 5 per cent solution of 
sodium dehydrocholate was injected intravenously. On August 20 the patient felt 
entirely well; the icterus had disappeared, and routine treatment was resumed. 

Case 2.—A married man aged 36 was admitted to the outpatient department 
m July 30, 1932, with a diagnosis of latent syphilis. A weekly course of neo- 
arsphenamine therapy was given as follows: 0.3, 0.3, 0.45, 0.3, 0.3, 0.45 and 0.45 
Gm. On October 1, 0.45 Gm. was injected and this was followed by an immediate 
reaction, with pallor, sweating and thready pulse. Ten minims (0.62 cc.) of a 
solution of epinephrine was given subcutaneously, and the injection was repeated 
in one-half hour. 

Two days later there was an onset of jaundice with nausea. Any food upset 
the patient, causing acute pain as though the food stuck in his ribs. This came on 
immediately after eating and became worse about an hour later, lasting about seven 
hours. The urine became dark two days after the jaundice appeared and remained 
dark; the stools were of normal color. The skin had been itchy since Octcber 8. 

On October 22, a quantitative van den Bergh test of the blood indicated 3.2 mg. 
of bilirubin. Ten cubic centimeters of a 5 per cent solution of sodium dehy- 
drocholate was injected intravenously. About two hours later, the patient hegan 
to feel better; the day after that he ate chicken for the first time in five days. 
He felt “clearer and like a new man.” 
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On October 25, a quantitative van den Bergh test indicated 2.9 mg. of biliryhj, 
Ten cubic centimeters of a 5 per cent solution of sodium dehydrocholat; ieee 
injected intravenously. On November 1 the patient felt stronger; his stomac] 
felt “wonderful”; his appetite was “amazing”; he could “eat a cow with bisants 
and all.” The urine was still dark. The mouth tasted clean and sweet in contrast 
with the previous bitter taste. Ten cubic centimeters of a 5 per cent solution of 
sodium dehydrocholate was injected intravenously. 

On November 5 the patient felt as he had the previous week; the scleras were 
still slightly jaundiced. Ten cubic centimeters of a 5 per cent solution of sodium 
dehydrocholate was injected intravenously. On November 12 he felt “O. k.” 
No sodium dehydrocholate was available, so the patient was to return later for 
treatment. On November 26 he reported that he had had a constant headache 
for the past two weeks and insomnia two nights during the past week; his appetite 
was good but he had a “logy” feeling over the epigastrium and a constant bitter 
taste in his mouth. A quantitative van den Bergh test indicated 1.6 mg. of bili- 
rubin. Ten cubic centimeters of a 5 per cent solution of sodium dehydrocholate 
was injected intravenously. 

On November 29 the patient had no headache but had a profuse nasal discharge 
and pain in the ears. He was referred to the department of rhinology for the 
treatment of sinusitis. His appetite was good and he slept better; the urine 
though lighter, was still dark in the morning, and the scleras were still yellow. 
A quantitative van den Bergh test indicated 1.5 mg. of bilirubin. Ten cubic centi- 
meters of a 5 per cent solution of sodium dehydrocholate was injected intra- 
venously. 

On December 13 there were no gastro-intestinal symptoms; the patient’s appe- 
tite was good, and there was no jaundice. No treatment was given. On Decem- 
ber 27 he felt well; no treatment was given. 

On Jan. 24, 1933, routine treatment with a bismuth preparation was resumed 

CasE 3.—A youth aged 20 was admitted to the outpatient department on July 
7, 1932, with a diagnosis of primary syphilis. Neoarsphenamine was administered 
three times a week in the following doses: 0.3, 0.45, 0.45, 0.45, 0.45, 0.45 and 
0.45 Gm. On August 2 there was itching for one day following an injection of 
0.3 Gm. On August 9 the patient was heavily jaundiced with itching skin and 
the urine highly colored. He was referred to the house to house service. 

On August 10 the patient was admitted to the service for the treatment of 
cutaneous diseases. Extensive erythematous areas peppered with fine papules 
were present on the upper part of the arms and thighs. The lesions were 
most marked on the extensor areas. The patient was given a diet high in carbo- 
hydrate and low in fat; he received magnesium sulphate every morning by mouth, 
and fluids were forced. Clinically the jaundice did not change a great deal until 
just before the patient was discharged. His appetite improved, however, and he 
felt better than he did on admission to the service. 

All examinations revealed bile and urobilin in the urine. The presence of 
some bile was noted in the stools at each examination. The results of the van 
den Bergh quantitative test of the blood following treatment with sodium dehydro- 


cholate were as follows: 
5% Sodium 
Dehydrocholate, Bilirubin, 
Intravenously, Ce. Mg. per 100 Ce. 


3.8 
2.8 


4.6 


4.4 
3. 
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Un 
ed to the outpatient department. 


August 25 the patient felt well and was anxious to go home, so he was dis- 


On August 30 the quantitative van den Bergh test of the blood showed 1.5 
of bilirubin. The patient was given 10 cc. of a 5 per cent solution of sodium 
ydrocholate intravenously. On September 3 the patient was still slightly jaun- 


del 
liced. Treatment was started by intravenous injection of sodium thiosulphate. 
Doses of 10 cc. of a 10 per cent solution were given on September 3, 13, 15, 17, 24 
and 27. Immediately after the last treatment the patient felt nauseated; he became 
more yellow, and the urine was dark red for two days. On October 4 the urine 
was clearer and the patient felt better; another injection of 10 cc. of a 10 per cent 
olution of sodium thiosulphate was given. On October 11 he felt slightly better; 
nother injection of 10 cc. of a 10 per cent solution of sodium thiosulphate was 

October 18, 0.3 Gm. of neoarsphenamine was given. A few hours later 
the urine became red and the eyes were bloodshot. The condition cleared up the 
next day. On October 25 the patient was given an intravenous injection of solu- 
tion of neoarsphenamine (0.3-Gm.) mixed with 10 cc. of a 5 per cent solution 

sodium dehydrocholate. 

On November 1 the patient declared that he felt better than after any treatment 
since the jaundice started. The urine did not become darker. He was given 0.3 
Gm. of neoarsphenamine plain. The urine was deeply colored and the eyes were 
ellow the following day. On November 8 a course of fifteen weekly intramus- 

injections of a bismuth preparation was started. 

On March 14, 1934, solution of neoarsphenamine (0.3 Gm.) mixed with 10 cc. 

a 5 per cent solution of sodium dehydrocholate was injected intravenously. 
The skin was red and itchy for three days after the treatment. On March 21 
the rash was fading; the patient had felt “nervous” all week. On March 28 
there was no itching and no jaundice, and routine treatment with bismuth was 
resumed. 

Case 4.—An unmarried girl aged 18 was admitted to the outpatient depart- 
ment on Dec. 6, 1932, with a diagnosis of syphilis and gonorrhea. On Feb. 28, 
1933, she received the twentieth injection of 0.45 Gm. of neoarsphenamine. On 
March 7 and 14 a preparation of bismuth was administered intramuscularly. By 
March 21 itching and yellow skin had been present for a week and there was 
definite jaundice. A quantitative van den Bergh test indicated 5.7 mg. of bilirubin 
ner hundred cubic centimeters. Two days later there was more jaundice, with 
anorexia, nausea and vomiting, and the stools were pale yellow. A quantitative 
van den Bergh test of the blood indicated 5.3 mg. of bilirubin. On March 25 the 
patient felt better; her appetite was slightly improved with the avoidance of fats, 
and the stools were darker. A quantitative van den Bergh test indicated 4.1 mg. 
of bilirubin. Five cubic centimeters of a 5 per cent solution of sodium dehydro- 
cholate was injected intravenously. 

On March 28 the patient was much better, with marked improvement in her 
appetite—she became “hungry even in sleep”’—the scleras were paler, and a quan- 
titative van den Bergh test of the blood indicated less than 1 mg. of bilirubin. 
Ten cubic centimeters of a 5 per cent solution of sodium dehydrocholate was 
injected intravenously. 

On April 1 the patient felt well; the jaundice had faded, and she was to return 
in two weeks for bismuth therapy. 

Case 5.—A married woman aged 28 was admitted to the outpatient department 
on Noy. 8, 1932, with a diagnosis of secondary syphilis. 
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On March 11, 1933, the nineteenth injection of neoarsphenamine (each dose 
0.45 Gm.) was given and on March 20 the patient was jaundiced, the stools siniee 
light but contained bile, and a quantitative van den Bergh test of the blood indicateg 
2.2 mg. of bilirubin. On the following day a quantitative van den Bergh test ingj- 
cated 2.8 mg. Five cubic centimeters of a 5 per cent solution of sodium dehydro- 
cholate was injected intravenously. The patient vomited once immediately follow- 
ing the injection. 

By March 23 the icterus was hardly noticeable, the appetite was “tremendous.” 
the urine was light, the stools were dark brown, and a quantitative van den Bergh 
test of the blood indicated less than 1 mg. of bilirubin. Ten cubic centimeters 
of a 5 per cent solution of sodium dehydrocholate was injected. On March 25 
the patient felt well. Because of difficulty in reaching a vein blood was not taken 
and a treatment was not given, but the patient was to return later for bismuth 
therapy. 

On April 15 the patient reported that for the last three days she had suffered 
from gastric disturbance, especially after eating, the bowels were slightly loose, 
and the stools were pale. She had felt well the week before. A quantitative 
van den Bergh test indicated less than 1 mg. of bilirubin. By April 18 the patient 
was feeling well; there was no jaundice; the stools were dark, and the urine was 
of normal color. 


Case 6.—An unmarried man aged 45 was admitted to the outpatient depart- 
ment on Aug. 22, 1931, with a diagnosis of tertiary syphilis. Twenty injections 
of a bismuth preparation and fourteen injections of neoarsphenamine, each of 
0.45 Gm., were administered, the last one given on May 14, 1932. 

On May 28 the patient complained of slight jaundice for the past ten days and 
of slight headache but with no gastro-intestinal disturbance. A quantitative van 


den Bergh test indicated 8 mg. of bilirubin. Ten cubic centimeters of a 5 per 
cent solution of sodium dehydrocholate was injected intravenously. By June 4 
the jaundice was clearing, and the patient felt better. Ten cubic centimeters of 
a 5 per cent solution of sodium dehydrocholate was administered intravenously. 
By June 11 there was no nausea, the patient felt well, and the skin was paler, but 
there was still definite evidence of jaundice. The urine was lighter, but a treat- 
ment was not given. On June 18 the patient was slightly paler but was still 
definitely jaundiced. He had an occasional gastro-intestinal upset, especially after 
meals; the urine was still dark and the stools were clay-colored and ashy. A 
quantitative van den Bergh test of the blood indicated 2.2 mg. of bilirubin. On 
June 25 the patient was still jaundiced; he was to continue on a diet low in fat 
and return in two weeks. When seen on July 9 and 23 the jaundice was clearing, 
he felt well, and was to return in two weeks. There was a slight recurrence of 
jaundice about August 27 which did not last long. 
On October 18 routine treatment with bismuth was resumed. 


Case 7.—An unmarried girl of 15 was admitted to the outpatient department 
on Jan. 17, 1933, with a diagnosis of secondary syphilis. Twenty injections of 
neoarsphenamine, each of 0.3 Gm., and three injections of a bismuth preparation 
were given, with the last administered on June 10. 

On June 24 the patient was definitely jaundiced. She had not been well during 
the past few weeks but was better in the last few days. There was no gastro- 
intestinal disturbance, the stools were brown, and the urine was normal. Ten 
cubic centimeters of a 5 per cent solution of sodium dehydrocholate was admin- 
istered intravenously, and the patient vomited immediately. By June 27 she felt 
much better; the jaundice was lighter, and 10 cc. of a 5 per cent solution of sodium 
dehydrocholate was administered intravenously. On July 1 the patient reported 
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she felt fine after the last treatment. The jaundice was clearing, and 10 cc. 
of a 5 per cent solution of sodium dehydrocholate was administered intravenously. 
On July 8 the jaundice was clear, and the patient felt well. 


that 


Case 8—An unmarried Negro aged 23 was admitted to the house service for the 
treatment of cutaneous diseases on Aug. 24, 1933, and was discharged on Sep- 
tember 5. A diagnosis of primary syphilis was made by dark field examination 
on July 13. The patient complained of nausea and anorexia, and the scleras were 
vellow following six injections of neoarsphenamine. When admitted to the hos- 
pital the patient was acutely ill, with injected mucous membranes of the pharynx 
and tonsils, an enlarged, tender liver and generalized adenopathy. He was given 
a diet high in carbohydrate and low in fat. Four days after admission to the 
hospital sodium dehydrocholate administered intravenously was added to the 
treatment with dextrose solution intravenously and warm gargles of dextrose solu- 


tion. The patient’s condition gradually improved, and he was discharged to the 


outpatient department for further treatment. 
Examinations at various times gave the following results: 


5% Sodium Quantitative 50% Solution 
Dehydrocholate Van Den Bergh Ieterie of Dextrose 
Intravenously, Reaction Index Intravenously, 

Ce. (Blood) Mg. (Blood) Ce. 
50 
“6 50 
100 
80 
2.2 50 
less than 1.0 
Bile was present in the urine on August 25, 26 and 30. On August 24 the Kahn 
reaction of the blood was negative, and the white cells, red cells and platelets were 
normal. On August 28 bile was present in the stool. 

Case 9.—A married man aged 52 was admitted to the house service for the treat- 
ment of cutaneous diseases on May 12, 1932, and was discharged on May 31 with 
the following note: “This patient was admitted to the service with a complaint of 
backache and jaundice following an injection of neoarsphenamine in the outpatient 
department a week previously. He had been given the routine treatment for 
syphilis for six years without incident. He is much improved and is discharged 
back to the outpatient department” 

Examinations at various times revealed the following: 

Sodium Dehydrocholate Icteric Index Sodium Thiosulphate 
5% Intravenously, Ce. (Blood) Intravenously, Gm. 


1 
1 


On May 13 bile was present in the urine and there was a slight trace of 
albumin but no cells or casts. 


Case 10.—An unmarried man aged 31 was admitted to the house service for the 
treatment of cutaneous diseases on June 13, 1932. He had been admitted previ- 
ously in January with primary syphilis, was given ten injections of neoarsphena- 
mine and then was treated in the outpatient department. On May 5 the last of 
twenty injections of neoarsphenamine was given and on June 1 a blood test was 
made and injection of a bismuth preparation was given. On June 11 the patient 
felt nauseated and dizzy and vomited. The following day his friends noticed that 
his eyes were yellow, and his vision became blurred and yellow. He had been 
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in bed for two days. Examination on admission to the service revealed genera). 
ized icterus; the liver was not palpable. On June 14 a quantitative van dep 
3ergh test of the blood indicated 2.1 mg. of bilirubin per hundred cubic centimeters. 
and 10 cc. of a 5 per cent solution of sodium dehydrocholate was given intra. 
venously. On June 16 a quantitative van den Bergh test of the blood indicated 
1.7 mg. of bilirubin, and 10 cc. of a 5 per cent solution of sodium dehydrocholat, 
was given intravenously. On June 18 the patient was discharged with the follow- 
ing note: “The ocular symptoms have cleared up; the jaundice is much improved, 
and because of his insistence that he be permitted to go back to work the patient 
is discharged to the outpatient department for further treatment.” 


Case 11.—A married woman aged 31 was admitted to the Fourth Medica] 
Service on June 29 and was subsequently transferred to the house service for the 
treatment of cutaneous diseases with a diagnosis of arsphenamine hepatitis. The 
note of transfer on July 6 was asfollows: “Following a short stay in the hospital 
one year ago it was discovered that the patient had syphilis and was referred to the 
outpatient department for treatment. She received fifteen injections of trypars- 
amide and then fifteen injections of a bismuth preparation, followed by a rest oj 
six weeks. Five weeks before the last admission to the hospital the patient 
returned to the outpatient department and was given another injection of try 
parsamide. This was followed by headache, nausea and vomiting. She felt better 
but did not return for further treatment. One week before her admission to th 
hospital the patient’s friends noticed that her skin and eyes were turning yellow 
On admission to the service she was given a diet high in carbohydrate and low 
in fat, and fluids were forced. Intravenous injections of 10 cc. of a 5 per cent 
solution of sodium dehydrocholate were given on July 1, 2, 3, 4 and 6. Examina- 
tion yielded negative results except for showing jaundice. The liver was not 
tender or palpable. The jaundice faded, and the patient improved rapidly and 
was discharged to the outpatient department for further treatment. The jaundice 
had entirely disappeared. 

“On June 30 bile was present in the urine. On July 6 none was present. Bile 
was present in the stools on July 4.” 


Comment.—Ten cases of jaundice following treatment with neoars- 
phenamine and one following treatment with tryparsamide are reported 
in which treatment included the administration of sodium dehydro- 
cholate. These are illustrative of a number of other cases which could 
not be followed up as carefully for various reasons. Eight of the cited 
cases were of paratherapeutic jaundice; three were of the postthera- 
peutic type. Six patients were treated in the outpatient department, 
four in the wards of the hospital and one in a ward and then in the 
outpatient department. Treatment in the wards was more intensive; 
the number of injections of sodium dehydrocholate given the out- 
patients varied from two to six. The intervals between injections were 
from two days to two weeks. The number of injections given to 
patients in the wards varied from two to nine and the intervals from 
one to four days. Apparently the results were as favorable in the 
patients treated in the outpatient department as in those treated in 
the wards. 
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(he severity of the jaundice, as measured by the quantitative van 
den Bergh reaction of the blood, had no apparent direct relation to the 
result of the treatment or to the clinical picture preceding the treat- 
ment. In case 6, in which the initial van den Bergh test showed 8 
mg. of bilirubin, the patient received ‘only two injections of sodium 
dehydrocholate, and the reaction dropped to 2.2 mg. at the end of 
twenty days. The clinical reaction accompanying a moderately high 
value for bilirubin was very mild. There were slight jaundice, slight 
headache and no gastro-intestinal symptoms. Case 8 was in marked 
contrast: With the initial van den Bergh test showing 6.4 mg. of bili- 
rubin, the patient presented marked jaundice, nausea, anorexia, pharyn- 
veal inflammation, an enlarged, tender liver and general adenopathy. 
But the condition cleared up more rapidly than that in case 6, as evi- 
denced by the van den Bergh reaction’s dropping to less than 1 mg. in 
ten days after four injections. 

The rate of response to treatment was not in proportion to the 
intensity of the jaundice. In some cases in which the condition was 
mild, response was slower than in some in which the condition was 
more severe. In case 2, in which the initial quantitative van den Bergh 
test showed 3.2 mg. of bilirubin, the jaundice did not completely clear in 
thirty-three days. In this case, however, there was a moderately severe 
clinical reaction consisting of jaundice, nausea, epigastric pain, especially 


postprandial, and itching skin. But he demonstrated a result which 
occurred in many cases, namely, a prompt effect on the symptoms most 
distressing to the patients with jaundice. This patient’s appetite 
increased enormously, the postprandial discomfort disappeared and the 
objectionable, bitter taste cleared up. Generally, however, the jaundice 
in cases with relatively low readings cleared in a very short time. 


SODIUM DEHYDROCHOLATE AS AN ADJUVANT FOR ARSPHENAMINE 
GIVEN DURING JAUNDICE 


Case 12—An unmarried man aged 29 was admitted to the outpatient depart- 
ment on July 28, 1932, with a diagnosis of primary syphilis. On September 15 
the eleventh injection of neoarsphenamine was administered. By September 22 
jaundice had been present for five days, and the scleras were deeply colored, and 
the stools were clay-colored. A diet low in fat was ordered, with saline catharsis 
and an intravenous injection of 1 Gm. of sodium thiosulphate. One gram of 
sodium thiosulphate was injected on September 24 and 27. The scleras were still 
yellow. On September 29 the patient was still icteric, but the urine was lighter 
and the stools were now dark. Solution of neoarsphenamine (0.3 Gm.) mixed 
with 10 cc. of a 5 per cent solution of sodium dehydrocholate was administered 
intravenously. On October 6 the patient was still jaundiced, and felt as he did 
the previous week, so he was given an injection similar to the one given the week 
before. The patient felt well on October 20; the urine was of an almost normal 
color except for the morning specimen which was still dark; there were no 
gastro-intestinal disturbances, and the appetite was good. An intravenous injec- 
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tion was given of solution of neoarsphenamine (0.45 Gm.) mixed with 10 cc. of 
a 5 per cent solution of sodium dehydrocholate. On October 27 no jaundice was 
present. There had been no reaction after the last treatment, and an injection 
similar to the one given the previous week was administered. The same obserya. 
tion and treatment were made on November 3. 


Case 13.—An unmarried man aged 31 was admitted to the outpatient depart- 
ment on Aug. 23, 1932, with a diagnosis of primary syphilis. On September 27 
the tenth injection of neoarsphenamine was administered. On October 4 the 
patient reported nausea for the past week. The stools were normal; the urine 
was highly colored, and there had been an icteric tint to the scleras for the past 
four days. A quantitative van den Bergh test of the blood indicated 1 mg. of 
bilirubin per hundred cubic centimeters. An injection of solution of neoarsphena- 
mine (0.45 Gm.) mixed with 10 cc. of a 5 per cent solution of sodium dehydro- 
cholate was administered. The patient was sick for a week; he was nauseated but 
did not vomit; he perspired profusely, and had generalized itching, severe headache 
and an unpleasant taste in the mouth. An icteric tint was noted. On October 11 an 
injection of 10 cc. of a 5 per cent solution of sodium dehydrocholate was adminis- 
tered. 

On October 25 the patient reported that for two days after the last treatment 
he felt better, had no nausea, was less weak and had a better appetite. Then he 
began to feel ill again, with nausea, weakness and a feeling of faintness. The 
urine was dark red, and the stools were brown. Blood taken for a quantitative 
van den Bergh test indicated 1.8 mg. of bilirubin. Ten cubic centimeters of a 
5 per cent solution of sodium dehydrocholate was injected. On October 29, 10 
cc. of a 5 per cent solution of sodium dehydrocholate was administered. By 
November 12 the patient was markedly improved and was told to return in two 
weeks for treatment as no sodium dehydrocholate was in stock at the time. On 
November 26 the patient reported that he had felt well after the last treatment 
on October 29 and had been feeling better progressively since then. The urine 
was still highly colored, and blood taken for a quantitative van den Bergh test 
indicated less than 1 mg. of bilirubin. Solution of neoarsphenamine (0.15 Gm.) 
mixed with 10 cc. of a 5 per cent solution of sodium dehydrocholate was admin- 
istered. On November 29 the urine was slightly lighter, and the patient felt 
about as he had. An injection of solution of neoarsphenamine (0.15 Gm.) mixed 
with 10 cc. of a 5 per cent solution of sodium dehydrocholate was administered. 
The patient felt well after that treatment, and on December 10 the urine was 
normal. An injection of solution of neoarsphenamine (0.3 Gm.) mixed with 10 
cc. of a 5 per cent solution of sodium dehydrocholate was administered. The 
patient had severe cold in the chest and throat for six days, and on December 20 
he received an injection of solution of neoarsphenamine (0.3 Gm.) mixed with 
10 cc. of a 5 per cent solution of sodium dehydrocholate. No reaction was noted, 
and on Jan. 3 and 10, 1933 similar injections were given, without reaction. 


Case 14—A married woman aged 35 was admitted to the outpatient depart- 
ment on Dec. 31, 1932, with a diagnosis of latent syphilis. She was given an 
injection of 0.3 Gm. of neoarsphenamine followed by weekly doses of 0.3, 0.45 and 
0.45 Gm. On February 14 the patient reported that she had had grip for the 
past week, and for the past two days had noted itching of the chest, palms and soles, 
suggesting the early stage of arsenical dermatitis. Calcium gluconate was given by 
mouth and 1 Gm. of sodium thiosulphate was injected intravenously. 

On February 16 the patient was jaundiced and was admitted to the house 
service, where her baby was born prematurely on February 17, with congenital 
syphilis. On March 18 the patient was still jaundiced, and the urine was dark 
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vellow, though the stools were of normal color. An injection of solution of 
neoarsphenamine (0.15 Gm.) mixed with 10 cc. of a 5 per cent solution of sodium 
dehvdrocholate was given. By March 25 the jaundice was clearing rapidly, and 
the patient felt well. An injection of solution of neoarsphenamine ,(0.2 Gm.) 
mixed with 10 cc. of a 5 per cent solution of sodium dehydrocholate was admin- 
istered. No reaction was noted. An injection of solution of neoarsphenamine 
(0.3 Gm.) mixed with 10 cc. of a 5 per cent solution of sodium dehydrocholate was 
administered on April 1. By April 8 the jaundice was markedly decreased; no 
reaction was noted after the last treatment, and an injection of solution of neo- 
arsphenamine (0.3 Gm.) mixed with 10 cc. of a 5 per cent solution of sodium 
dehydrocholate was administered, without reaction. 


Case 15—An unmarried woman aged 21 was admitted to the outpatient 
department in 1932 with a diagnosis of latent syphilis. A large part of the 
record was lost. Jaundice developed early during treatment, which was success- 
fully cleared up with sodium dehydrocholate within a few weeks. Treatment with 
neoarsphenamine was resumed, and jaundice again developed. At this time neo- 
arsphenamine was given mixed with sodium dehydrocholate, and the jaundice 


cleared up. 

On Sept. 24, 1932, the scleras were clear, the patient felt well and her appetite 
was enormous, for it increased tremendously when she was receiving sodium 
dehydrocholate. The urine was of normal color. An injection of solution of 
neoarsphenamine (0.45 Gm.) mixed with 10 cc. of a 5 per cent solution of sodium 
dehydrocholate was administered, and was followed by similar injections on Octo- 
ber 4 and 15. No reaction was noted after these injections; the patient 
ielt well, and her appetite was good. On November 15 the Kahn reaction of the 
blood was positive. On November 22 an injection of 0.15 Gm. of neoarsphenamine 
caused nausea which lasted several days. On November 29 an injection of solu- 
tion of neoarsphenamine (0.3 Gm.) mixed with 10 cc. of a 5 per cent solution 
of sodium dehydrocholate was given, without reaction. 

No reaction occurred after similar injections given subsequently. 

Case 16—An unmarried man aged 24 was admitted to the outpatient depart- 
ment on Nov. 12, 1932, with a diagnosis of primary syphilis. On November 15 
and 17 an injection of 0.3 Gm. of neoarsphenamine was given, followed on Novem- 
ber 19 and 22 by an injection of 0.45 Gm. Following the last injection the patient 
had an upset stomach and chilly sensations for a few hours. On November 29 
and December 3 an injection of 0.3 Gm. of neoarsphenamine was given. 

The patient became jaundiced one week after the last treatment, had epigastric 
pain and nausea and vomited once. On March 28, 1933, the urine was dark, and 
the stools, which were almost white at first, became light brown. On the advice 
of a private physician, the patient had received on treatment since the last one 
noted here. He was still definitely jaundiced, and a quantitative van den Bergh 
test of the blood indicated 6 mg. of bilirubin per hundred cubic centimeters. An 
injection of solution of neoarsphenamine (0.3 Gm.) mixed with 10 cc. of a 5 per 
cent solution of sodium dehydrocholate was administered. On March 30 the 
appetite was markedly improved, there was less epigastric pain, the urine was 
slightly lighter, the bad taste in the mouth had decreased, and a quantitative van 
den Bergh test indicated 4.5 mg. of bilirubin. On April 4 the patient felt well, 
his appetite was good and the urine and stools appeared normal. An injection 
of solution of neoarsphenamine (0.3 Gm.) mixed with 10 cc. of a 5 per cent 
solution of sodium dehydrocholate was administered. On April 11 there was some 
icterus, but the patient felt still better; his appetite was normal and he ate 
everything ; the stools were brown, and the urine was slightly dark in the morning 
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only. An injection of solution of neoarsphenamine (0.45 Gm.) mixed with 10 cc 
of a 5 per cent solution of sodium dehydrocholate was administered, followed hy 
the same dose on April 18, at which time the icterus was almost cleared up, the 
appetite was good and the urine and stools appeared normal. On April 25 th 
routine treatment with bismuth was resumed. 


Case 17.—An unmarried man aged 26 was admitted to the outpatient depart- 
ment on May 21, 1933, with a diagnosis of primary syphilis. On June 18 he 
received the seventh injection of neoarsphenamine. 

The patient was admitted to the Massachusetts General Hospital for the treat. 
ment of jaundice after his last injection and was in the hospital for eight days. 
He did not report the injections for syphilis and was told that he had 
catarrhal jaundice. On July 7, back in the Boston City Hospital, he 
was still weak and nauseated and had a moderate icteric tint. An 
injection of 1 Gm. of sodium thiosulphate was administered intravenously. 
followed on July 14 by a similar injection, at which time he felt a little 
better. On July 23 the patient reported that he had been feeling more nauseated 
the past four days and was constipated and the stools were brown and the urine 
sometimes brownish; he felt “dopey” and his appetite was poor. The abdomen 
was tender to pressure, and the patient had lost 10 pounds (4.5 Kg.) in the past 
three weeks. He was on a diet low in fat. The scleras were icteric, and a quan- 
titative van den Bergh test indicated 1.8 mg. of bilirubin per hundred cubic centi- 
meters. An injection of solution of neoarsphenamine (0.3 Gm.) mixed with 1( 
cc. of a 5 per cent solution of sodium dehydrocholate was administered. On Jul 
26 the patient reported that he felt much better the past few days, had more “pep” 
and was less dreamy and less “dopey.” A quantitative van den Bergh test indi- 
cated 1.1 mg. of bilirubin. The patient continued to feel better, his appetite was 
good, and there was no abdominal pain and only a slight tint to the scleras 
Blood taken for a quantitative van den Bergh test on July 30 indicated 1.4 mg. 
of bilirubin, and an injection of solution of neoarsphenamine (0.45 Gm.) mixed 
with 10 cc. of a 5 per cent solution of sodium dehydrocholate was administered 

On August 6 blood taken for a quantitative van den Bergh test indicated less 
than 1 mg. of bilirubin, and an injection of solution of neoarsphenamine (0.3 Gm.) 
was given. The appetite continued to be good, there were no pains, the urine 
and stools appeared normal and the scleras were clear. Nausea occurred about 
one hour after the last treatment and lasted about five or six hours. On August 
13 blood taken for a quantitative van den Bergh test indicated less than 1 mg. 
of bilirubin, and an injection of 0.3 Gm. of neoarsphenamine was given. No reac- 
tion occurred after the last treatment. An injection of 0.3 Gm. of neoarsphena- 
mine was given on August 20, and routine treatment was continued without 
further incident. 


Comment.—Six cases of intertherapeutic jaundice following the 
administration of neoarsphenamine are reported. The patients were 
given injections of neoarsphenamine during the time that they were 
jaundiced. The technic consisted of the intravenous administration in 
the usual manner of a solution of neoarsphenamine, of which each 5 
cc. contained 0.15 Gm. of the drug, with which the desired amount oi 
solution of sodium dehydrocholate was mixed by sucking it up into 
the syringe of proper size out of the freshly opened ampule. The 
syringe was then gently rotated about its short axis several times, with 
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care taken not to mix air with the combined solutions. There was 
neither precipitation nor any other obvious incompatible reaction between 
the solutions. The injection was made slowly to prevent the bitter 
taste which develops with a rapid injection. If this bitter taste does 
become perceptible it usually lasts for a few minutes at most. 

In some cases with this combined treatment the dose of neoars- 
phenamine was at first diminished and then gradually increased, and 
in some the dose of neoarsphenamine was continued as before the onset 
of jaundice. In case 16 after several such combined doses, during the 
administration of which the jaundice cleared both clinically and as 
measured by a decreasing van den Bergh reaction, a very small dose 
of neoarsphenamine was given alone. This was followed by nausea 
lasting for several days. A week later a dose of neoarsphenamine twice 
as great was given in combination with sodium dehydrocholate, without 
a reaction. 

The duration of jaundice under this form of treatment varied from 
ten to fifty-three days. Although this is not a large group from which 
to draw statistical conclusions, by comparison with the preceding group 
of cases it is seen that the jaundice lasted longer than when sodium 
dehydrocholate alone was administered. 

The important observation, however, is that in every case (except 
case 13) in which a quantitative van den Bergh test was made during 


this period there was a drop in the reaction even while the arsenical was 
administered. In case 13 there was an increase in the clinical reaction 
after combined treatment, and this was associated with an increase in 
the quantitative van den Bergh reaction. Three subsequent injections 
of sodium dehydrocholate alone cleared the jaundice so that the com- 
bined treatment was quickly resumed with no further reaction. 


SODIUM DEHYDROCHOLATE AS AN ADJUVANT FOR ARSPHENAMINE 
TO COMBAT NAUSEA AND VOMITING 


Case 18.—A married Negress aged 25 was admitted to the outpatient depart- 
ment on Jan. 24, 1933, with a diagnosis of latent syphilis. She was given four 
injections of neoarsphenamine in the following doses: 0.2, 0.3, 0.3 and 0.3 Gm. 
There was nausea about one-half hour after each of the treatments, though there 
was no vomiting or other reaction. On February 21 an injection of solution of 
neoarsphenamine (0.2 Gm.) mixed with 10 cc. of a 5 per cent solution of sodium 
dehydrocholate was administered. No reaction occurred, so on March 7 the same 
dose was administered with no reaction. 


Case 19.—A married woman aged 29 was admitted to the outpatient depart- 
ment on Feb. 21, 1933. She had been receiving intravenous injections of neo- 
arsphenamine, each of which was followed by nausea and vomiting which usually 
came on three or four hours after the treatment. She was given an injection of 
solution of neoarsphenamine (0.2 Gm.) mixed with 10 cc. of a 5 per cent solution 
of sodium dehydrocholate. She ate a heavy dinner just after the treatment, and 
had no illness or nausea, but vomited her dinner and then felt well. On March 7 
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an injection of solution of neoarsphenamine (0.3 Gm.) mixed with 10 cc. of 4 
5 per cent solution of sodium dehydrocholate was administered without Causing a 
reaction. 


Case 20.—An unmarried girl aged 17 was admitted to the outpatient depart- 
ment on April 7, 1932, with a diagnosis of tertiary syphilis. She was given eight injec- 
tions of neoarsphenamine. She felt nauseated immediately after each treatment 
and vomited about one hour later, the nausea usually lasting all day. On May 28 
she was given an injection of solution of neoarsphenamine (0.45 Gm.) mixed with 
10 cc. of a 5 per cent solution of sodium dehydrocholate. No reaction was noted, 
and on June 4 a similar injection was given. The patient felt well after the last 
treatment, and injections were continued in this manner, with no further reaction. 


Case 21.—A married woman aged 23 was admitted to the outpatient depart- 
ment on Jan. 1, 1930, with a diagnosis of latent syphilis. Treatment was carried on 
in the routine manner, with thirty injections of a preparation of bismuth and forty 
injections of neoarsphenamine, almost all of which were of 0.3 Gm. because the 
patient was made ill with a large dose. Nausea came on immediately after the injec- 
tion and lasted all day. On May 26, 1932, an injection of solution of neoarsphena- 
mine (0.45 Gm.) mixed with 10 cc. of a 5 per cent solution of sodium dehydro- 
cholate was administered, with no reaction. A similar dose was given on June 2. 
A course of six similar injections was given subsequently, with no reaction. 


CasE 22.—A widow aged 49 was admitted to the outpatient department on 
Nov. 12, 1931, with a diagnosis of latent syphilis. She was given seventeen injec- 
tions of neoarsphenamine, the doses ranging from 0.15 to 0.3 Gm. After almost 
every injection the patient had nausea and vomiting which came on one-half hour 
after treatment and lasted the rest of the day. On May 26, 1932, an injection of 
solution of neoarsphenamine (0.45 Gm.) mixed with 10 cc. of a 5 per cent solution 
of sodium dehydrocholate was administered. No reaction was noted after this 
injection except that there was a pounding sensation in the head and the eyes 
ached, a disturbance which came on about one hour after the injection and lasted 
all day. This was felt as usual but not so severely. On June 23 a similar injection 
was given. The patient felt well until about 8 p. m., when she vomited once and 
then was all right; there was no nausea and no headache. On June 30 a similar 
injection was given. The patient felt fine after the last injection and was given 
several similar injections without any reaction. 


CasE 23.—A married woman aged 37 was admitted to the outpatient depart- 
ment with a diagnosis of tertiary syphilis, and was given eleven injections of 
arsphenamine, each of 0.2 Gm. There were chills, fever and nausea after each 
injection. Twenty-seven injections of a preparation of bismuth were given, and 
stomatitis developed. An injection of 0.1 Gm. of arsphenamine made the patient 
sick for three weeks, and fifteen injections of a preparation of bismuth again caused 
stomatitis. 

On June 6, 1931, a course of ten injections of 0.3 Gm. of neoarsphenamine was 
started; the patient was sick after each injection. This course was followed by 
fifteen injections of a preparation of bismuth. On May 21, 1932, the last of six 
weekly injections of neoarsphenamine having caused nausea and vomiting which 
lasted all week, an injection of solution of neoarsphenamine (0.3 Gm.) mixed with 
10 cc. of a 5 per cent solution of sodium dehydrocholate was administered. There 
was no reaction, and on May 28 a similar injection was given. This was followed 
by slight nausea which lasted all day. On June 23 a similar injection was given, 
followed by eight more, none of which made the patient ill. 
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Comment.—In this group of six cases there were reactions follow- 
ing the administration of neoarsphenamine which might be considered 
as related to hepatic damage. The reactions were all associated with 
vastro-intestinal disturbance, principally nausea and vomiting. In each 
case by the use of the method of combined treatment, as described pre- 
viously, it was possible to continue treatment. In some cases the inten- 
sity of the reaction was markedly decreased, and in some it was entirely 
eliminated. In case 21 the patient having been made consistently ill 
after any dose of neoarsphenamine greater than 0.3 Gm., it was possible 
to give her doses of 0.45 Gm. in this combination without any reaction. 
Similarly, in cases 22 and 23 it was possible by this combination to 
increase the hitherto small doses. 


GENERAL COMMENT 


It was originally planned to report cases in which the response to 
sodium dehydrocholate was unfavorable, but the length of the paper 
makes this inadvisable. It must be stated emphatically, however, that 
not in every case in which this drug was used were as good results 
obtained as in those reported here. The drug was used in one case 
during the fourth attack of transient jaundice accompanied by abdominal 
pain and other symptoms suggestive of stones; an exacerbation of the 
jaundice developed during treatment. In another case of jaundice 
acconipanied by a moderately severe cutaneous reaction there was 
improvement in the clinical picture of the jaundice but an exacerbation 
of the cutaneous reaction when the administration of neoarsphenamine 
combined with sodium dehydrocholate was resumed. In several patients 
the jaundice did not clear up as promptly as was usual and in one case 
the combined treatment could not be continued during the jaundice. There 
were two cases of dizziness, one case of erythema multiforme and 
several cases of nitritoid reaction in which the patient could not be 
protected against the reactions by the use of sodium dehydrocholate 
combined with the neoarsphenamine. 

The report in the main portion of this paper includes, however, 
the large majority of the cases in which this drug was used. It has 
been found impracticable to make a comparison, clinically, with the 
protective action of sodium thiosulphate. As far as toxic hepatitis 
is concerned there is a marked advantage of sodium dehydrocholate 
over sodium thiosulphate for use in the general clinical management; 
this opinion is expressed only as a result of impressions formed during 
two years of special attention to these cases in a busy clinic. Experi- 
mentally, as shown by the work on rabbits, there is obviously a greater 
degree of protection to, and action on, the liver by sodium dehydrocholate. 
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Another question which it was planned to take up in detail is that 
of the possible interference of sodium dehydrocholate with the 
therapeutic action of the arsphenamine. Several patients with primary 
syphilis with no special indication of damage to the liver were given 
treatment with the combined drugs; the lesions healed in the usual 
manner. Further, all the cases reported here were followed up sub- 
sequently, and they pursued a course of normal behavior as 
far as the disease was concerned. Therefore, no vitiating effect of the 
antisyphilitic action of the arsphenamine takes place when it is mixed 
with, or accompanied by, sodium dehydrocholate. The only question 
along this line that is unanswered is that of the effect of such combined 
treatment or syphilis of the liver—whether it would prevent the heal- 
ing of the syphilitic lesions by reducing the effect of arsphenamine on 
the liver. 

The annoyance of the development of jaundice lies not only in 
the problem of damage to the liver but in the complication of the 
hitherto resultant long interruption of the use of arsenicals. When the 
infection with syphilis is latent, either through its clinical picture or b) 
virtue of previous adequate treatment, such an interruption may well be 
bridged over by other standardized management. When, however, 
jaundice or nausea and vomiting develop early in a case of active 
syphilis it easily becomes an impasse of large dimensions. There are 
many other phases of syphilis which usually require vigorous treatment 
which become distractive when interrupted by jaundice or nausea 
and vomiting ; some of this group are syphilis during pregnancy, neuro- 
syphilis and ocular syphilis. 

A procedure which facilitates recovery from jaundice during treat- 
ment and which may allow treatment to be continued even during 
the presence of jaundice is a distinct addition to the therapeutic 
armamentarium. We believe that the use of sodium dehydrocholat 
as described here is such a procedure. 


CONCLUSIONS 


The incidence of toxic hepatitis during the treatment of syphilis 
is, in large part, caused by damage of the liver by arsenic. This 
damage occurs soon after the administration of arsphenamine, within 
twenty-four hours. 

The development of nausea and vomiting during the treatment of 
syphilis is related to toxic hepatitis in a certain percentage of cases. 

The recovery from toxic hepatitis due to arsenic is greatly facilitated 
in many cases by the use of sodium dehydrocholate. 

By the addition of a solution of sodium dehydrocholate to the solu- 
tion of neoarsphenamine before injection, the treatment of syphilis 
by the latter can be continued in many cases in the presence of jaundice. 
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By the addition of a solution of sodium dehydrocholate to the 
sglution of neoarsphenamine before injection the reactions of nausea 
ind vomiting to the latter drug can in many cases be successfully 


combated. 
[t has been shown by experiment on rabbits that sodium dehy- 
lrocholate used in the manner described greatly increases the ratio 


( 
il 


i the weight of the liver to the percentage of neoarsphenamine retained, 
“ratio of protection.” 





EPIDEMIOLOGY OF YAWS 


c. -S. BUTLER. BD. 
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BROOKLYN 


Thomas Sydenham described accurately the epidemiology of yaws 
in the quaint diction of the seventeenth century. Briefly, his picture 
was that of familial syphilis. It would be painting the rose to attempt 
to amplify his simple description. By torturing the facts and putting 
the epidemiologic machine into reverse, modern writers on this syndrome 


(yaws) have turned out a description which I shall give in the words of 


C. M. Hasselmann: ! 


Framboesia tropica is limited to tropical countries, if these latter are understood 
to comprise not only the areas between the Tropic of Capricorn and the Tropic of 
Cancer but, more properly, the area between the isothermes of 20° centigrade. 
Only one fact has been found experimentally to account for the apparent inability 
of yaws to gain a foothold in nontropical parts of the world. Treponema pertenue 
does not survive at low temperature outside of the body for any considerable time, 
whereas, 7r. pallidum is far more resistant and retains its virulence even at O.C. 
for at least four hours (Yasuyama, Miyao). 

Like leprosy, yaws has rather a spotty distribution. It is a common observation 
to find in yaws endemic areas some villages with a very high incidence, where 
practically the entire population is or has been infected, as judged from the clinical 
lesions and the positive sero-reaction, while in neighboring districts with the same 
geological, meteorological and social conditions framboesia tropica is hardly found. 
The same is true for particular manifestations of yaws like Gangosa (Lechtenstein). 

It is rather difficult to understand, likewise, why yaws has not obtained a foot- 
hold in the subtropical districts along the Gulf in the United States, where the 
conditions are very like those in the neighboring West Indies. In the West 
Indies, themselves, as in Continental Central America, the occurrence or rather 
the distribution of yaws is spotty, also. Whereas, the careful and trained observers 
on the medical staff of such a vast enterprise as the United Fruit Company hardly 
report a case, yaws is widespread in Haiti. 

This strongly suggests the existence of some other factor, something like 
Sticker’s “Seuchengrund” (soil, ground for epidemics), as yet unknown, to explain 
the occurrence of the disease in one district and the absence in another with the 
same climatic, soil and social conditions. 

In higher altitudes, the skin lesions of yaws seem to retreat to the warm and 
moist mucocutaneous junctions, where they appear, for example, as condyloma- 
lata like plaques around the anus and genitalia (Ramsay from Assam: L. Lopez- 
Rizel and A. W. Sellards and Hasselmann from the Philippines). 

Hasselmann’s ensemble included: (1) limitation to the tropics, (2) 
spotty distribution, (3) lowered resistance of Treponema pertenue as 


compared with that of Treponema pallidum and (4) the effect of altitude 


1. Hasselmann, C. M.: China M. J. 45:1131 (Dec.) 1931. 
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in making the lesions of yaws center in the mucocutaneous junctions. 
To take these points up seriatim I shall show (1) that yaws is not 
limited to the tropics or to the areas between the isotherms of 20C., 
(2) that the spotty distribution is a mirage, (3) that T. pallidum 
also has but slight resistance and (4) that altitude makes clothing neces- 
sary which causes the preponderance of lesions of yaws to appear at 
the mucocutaneous junctions. 

In disproving Hasselmann’s first point I wish to call attention to 
the fact that the older medical and lay writers spoke and wrote about 
vaws as if they considered it simply a severe type of syphilis. This is 
evident in the works of Sydenham (about 1666), William Byrd, a lay- 
man (1728), John Brickell (1731-1737), John Huxam (1739) and 
William Buchan (1769). In 1768 F. M. DeSauvages published his 
“Nosologica Methodica,” at which time frambesia seems to have been 
recognized as a distinct disease. 

I shall not quote the many available authorities to prove that yaws 
is not a tropical disease and that this syndrome is common wherever 
syphilis is allowed to go untreated. To show how common yaws was 
in colonial America I shall quote one distinguished layman, William 
Byrd of Virginia, and one English colonial medical officer, John Brickell, 
who practiced at Edenton, N. C., about 1731 and published his book, 
“The Natural History of North Carolina,” in Dublin, Ireland, in 1737. 


In an “Autobiography of America,” edited by Mark Van Doren, ? 
chapter 6 is entitled “William Byrd, Virginia Gentleman, Looks at 
North Carolina.” In speaking of the northeastern section of what is 
now North Carolina in the region of the Dismal Swamp, Byrd used 
in part the following words: 


The only business here is raising of hogs, which is managed with the least 
trouble, and affords the diet they are most fond of. The truth of it is, the inhab- 
itants of North Carolina devour so much swine’s flesh that it fills them full of 
gross humors. For want too of a constant supply of salt, they are commonly 
obliged to eat it fresh, and that begets the highest taint of scurvy. Thus, whenever 
a severe cold happens to constitutions thus vitiated, it is apt to improve into 
yaws, called there very justly the country distemper. This has all the symptoms 
of syphilis, with this aggravations, that no preparation of mercury will touch it. 
First it seizes the throat, next the palate, and lastly shows its spite to the poor 
nose, of which it is apt in a small time treacherously to undermine the foundation. 
This calamity is so common and familiar here, that it ceases to be a scandal, and 
in the disputes that happen about beauty, the noses have in some companies much 
ado to carry it. Nay, it is said that once, after three good pork years, a motion 
had like to have been made in the house of burgesses, that a man with a nose 
should be incapable of holding any place of profit in the province; which extraordi- 
nary motion could never have been intended without some hopes of a majority. 


2. Van Doren, M.: Autobiography of America, New York, A. & C. Boni, 
1929, 
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On pages 48 and 49 of Dr. Brickell’s “Natural History of North 
Carolina” will be found a professional opinion on yaws for the region 
around Edenton on Albemarle Sound: 


The Yaws, are a Disorder not well known in Europe, but very common and 
familiar here; it is like the Lues venerea, having most of the Symptoms that attend 
the Pox, such as Nocturnal Pains, Botches, foul Eruptions, and Ulcers in severa] 
parts of the Body, and is acquired after the same manner as the Pox is, viz. by 
Copulation, &c. but is riever attended with a Gonorrhoea in the beginning. This 
Distemper was brought hither by the Negroes from Guinea, where it is a common 
Distemper amongst them, and is communicated to several of the Europeans or 
Christians, by their cohabitating with the Blacks, by which means it is hereditary 
in many Families in Carolina, and by it some have lost their Palates and Noses. 

This Distemper though of a venereal kind, is seldom cured by Mercurials, as 
I have often experienced, for I have known some undergo the Course of three 
Salvations to no purpose, the virulency still continuing as bad as ever: Wherefore 
I judge it not amiss to set forth the most effectual method for curing it, which | 
have often experienc’d, and never without good success (during my residence in 
those parts) though the Distemper was of ever so violent a nature, or long con- 
tinuance; it is as follows: 


Edenton is about 13 degrees of latitude, or 850 miles, north of the 
Tropic of Cancer, and so one may say without fear of contradiction 
that yaws was a serious malady in colonial America far outside the 
tropics. Several years ago, in discyssing a paper by Dr. Howard Fox 
on yaws in the United States, the late Dr. John Lane of New Haven 
referred to a letter written by the Rev. John Clayton of Massachusetts 
in 1687 to Nehemiah Grew of London, in which he deplored the fact 
that “the Indians suffer from yaws, related to the French pox.” There 
is nothing tropical about Massachusetts. 

Further to substantiate the claim that yaws is not a tropical disease 
I refer the reader to the paper by Hudson * on ‘‘Treponematosis among 
the Bedouin Arabs of the Syrian Desert,” which lies between 28 and 
32 degrees north latitude. One may say that the climate in that 
section of the world is tropical, in which case I refer the reader to the 
several convincing papers of Dr. Ernest Grin of Sarajevo, Yugoslavia, 
and particularly to one published in 1928.4 Yugoslavia lies between 
the forty-fourth and forty-eighth parallel north latitude, and the climate 
is about that of New England. Yet Dr. Grin described the syndrome 
of yaws in all details as being prevalent there. In comparing pictures 
and clinical descriptions of cases of tropical yaws with those of endemic 
syphilis of Yugoslavia, Dr. Grin and I were convinced that the former 
disease is a clinical condition precisely similar to that which over all 
the tropics masquerades under the name of yaws. 


3. Hudson, E. H.: U.S. Nav. M. Bull. 26:817 (Oct.) 1928. 
4. Grin, E.: Lijecn. vjes. 1928, no. 11, p. 131. 
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As to the spotty distribution, my claim is that syphilis in a con- 
tavious form may develop in one village of a community either through 
the outbreak of a case of late congenital syphilis or by the acquisition 
y a child of innocent syphilis by importation. In such a case, through 

ies, fingers and “mouthing” on the part of associates the infection 
spreads to a group. Each individual of the group has a circle of 
associates who are presented with an innocent case of syphilis. In effect, 
there are two “reservoirs” for starting an epidemic in a village: (1) the 
blossoming of late heredosyphilis into florid frambesia, and (2) the intro- 
duction of adult venereal or innocent syphilis as a “starter” from with- 
out. So far as I am aware no studies have been made of the individual 
contacts in cases of yaws, and until this is done, just as in cases of 
typhoid or of other infectious diseases, all the possibilities will not be 
known. x 

It is absurd, however, to contend that yaws stops at the outskirts 
of city communities when there is a world of eligible hosts inviting 
it to enter. In the city physicians are available and treatment is at 
hand. In the villages and country there are fewer physicians and less 
treatment and, hence, neglected infection and frambesia. When the 
United States took over Guam yaws was everywhere and gangosa was 
rampant. No difference was noted in the prevalence of disease between 
Agafia, the chief town of the island, and the country districts. During 
the past thirty years yaws has been driven from Agajfia and in its florid 
form occurs only in the country districts. Yet the stigma of heredo- 
syphilis is seen universally, and the number of positive reactions to 
the Kahn test is very high. In the town, however, if a treponematous 
infection develops from the latent stage and becomes active, it is attacked 
with arsphenamine immediately. This is not so in the country; from 
indifference or from a desire for concealment the country dweller allows 
himself to rot before he will see a doctor. 

In the Virgin Islands of the United States there is on a grand scale 
the very reverse of what Dr. Hasselmann referred to. The Negro 
population is large, forming about 90 per cent of the total population 
of 27,000. The islands are well within the tropics, lying between the 
seventeenth and the nineteenth parallel north latitude and the sixty- 
fourth and the sixty-sixth meridian west longitude. The Danes owned 
and administered the islands from the latter part of the seventeenth 
century to 1917. They treated their Negro patients with syphilis as 
other civilized people do, and yaws has never been a part of the nosology 
of these islands. 

As to the difference of resistance between T. pallidum and T. 
pertenue as an explanation of the present-day excess of yaws in the 
tropics, a brief consideration will show that no such simple explanation 
as this will serve. While experimentally T. pallidum has apparently 
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been kept active as far as motility is concerned for hours and in some 
cases for many days, its capacity to infect, while imperfectly understood. 
is for only a brief period after separation from the host. If differences 
in the heat resistance of viruses explained geographic distribution, the 
question of the geography of disease would be greatly simplified. How- 
ever, I have already pointed out that yaws is in no way limited to the 
tropics. It has been pointed out elsewhere that if so-called yaws, an 
infectious, contagious and potentially venereal disease, is really limited 
to the tropics, to country districts or to the dark-skinned races it is 
the only human disease with these characteristics thus delimited. In 
other words, it well deserves the name “epidemiologic monstrosity.” 

Altitude has as much to do with climate as has latitude. It is pos- 
sible to have precisely similar climatic conditions at the equator and 
at the poles. Herchel has shown that for every 300 foot increase in 
altitude there is 1 F. decrease in temperature, and for every 180 meters, 
a decrease of 1C. In Haiti the mean temperature at Port au Prince 
is 81 F., while at Furcy, at an elevation of 5,000 feet, the mean tem- 
perature is 66F. Furcy has a bracing, temperate climate in which 
pine trees luxuriate. Manifestly the natives at Furcy have to clothe 
themselves differently from those who live in the hot, sweltering port. 
It is this climatic difference which makes the lesions of yaws seek out 
the warmer and moister mucocutaneous junctions. Some of the pictures 
published by the authors referred to by Hasselmann show the lesions 
between the nates of patients with yaws as differing in no wise from 
the flat condylomas of European syphilis. Thus, the lesions of yaws 
in cases in the high regions of Assam, described by Ramsay, and those 
in cases in the mountainous districts of the Philippines, described by 
Sellards, Hasselmann and Lopez-Rizal, seem to resemble in all respects 
the lesions in cases of innocent syphilis observed in vast areas of Russia 
by Tarnovsky, in the Syrian Desert by Hudson and in the highlands 
of Yugoslavia by Grin. It is the same condition that the American fore- 
bears contended with in colonial days. 


CONCLUSIONS 


The “epidemiologic machine” described for yaws has no clutch and 
will not move the load of facts arrayed against it. 
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In an infant, dermatitis due to hypersensitivity to “protein” substances 
is called eczema by most dermatologists, pediatricians and allergists, be 
they European or American. If the condition becomes chronic, in later 
childhood or adult life it may take many names, commonly, neuro- 
dermatitis, or it may still be called eczema by some physicians. If one 
limits the term eczema to an acute vesicular dermatitis, as some derma- 
tologists do, the chronic condition that is seen in children and adults is 
certainly not eczema; but if one considers the etiology and evolution 
rather than the clinical appearance it is in some cases eczema. 

Confusion has arisen on account of these variations of nomenclature. 
While the clinical picture of eczema in infants is different from that 
of neurodermatitis in later childhood and in adult life, it seems to us, 
and we wish particularly to stress it, that the fundamental basis of atopic 
dermatitis is the same at all ages, and in not a few cases the various 
changes which take place at different age periods may be followed in 
the same person from year to year. The infant is not merely a small 
man: he is a different sort of small man. He reacts differently to many 
diseases than does the adult. Many of his metabolic processes are dif- 
ferent. The anatomy, physiology and chemical constitution of his skin 
are different from those of the skin of the adult. 

It is not strange, then, that atopic dermatitis is not similar in clinical 
appearance at different age periods. It would be strange if it were 
similar. 

It makes comparatively little difference what the nomenclature is, 
provided that one realizes that atopic dermatitis is the same disease in 
the infant as in the older person, modified by long duration, long 
continued external trauma, the differences between the skin of the infant 
and that of the adult and the variations in reaction that these two dif- 
ferent skins may show to irritation by the same stimuli. In past years, 
when practically nothing was known concerning the etiology and much 
of dermatology consisted in the minute description of various morpho- 


From the Eczema Clinic, Children’s Hospital, Boston (Department of Pedi- 
atrics, Harvard University Medical School), and the Skin and Cancer Unit, New 
York Post-Graduate Medical School and Hospital, Columbia University, George 


M. Mackee, Director. 





452. ARCHIVES OF DERMATOLOGY AND SYPHILOLOGY 


logic pictures and classification by this method, it was not strange that 
so-called disseminated neurodermatitis should not have been linked SO 
closely as now to infantile eczema. 

At the present time, when what knowledge of hypersensitivity that 
exists has helped much in gaining at least a little understanding of some 
of these dermatoses, it becomes plain that in many cases there is a definite 
evolution from the acute, often vesicular infantile type of eczema, to 
the thickened, chronic, lichenified neurodermatitis. Chronic atopic 
dermatitis or chronic atopic eczema seem reasonable terms to use for 
this condition, if one does not wish to call it neurodermatitis.. These are 
now in use by some American dermatologists, but in Europe, where until 
very recently little attention was paid to scratch or intracutaneous skin 
tests, with a few notable exceptions, such as the work of Rost, the 
nosologic identity and natural history of the two conditions are not 
generally appreciated. 

By the state of atopy is meant a certain form of hypersensitivity 
to substances usually protein or closely linked to protein. The tendency 
to sensitizations of this type is often, some think always, hereditary, and 
becomes manifest in the predisposed family in the occurrence of atopic 
dermatitis, hay fever, asthma and sometimes other conditions, such as 
migraine and gastro-intestinal disturbances. In atopy, reagins can 
usually be demonstrated in the blood. There are other states of hyper- 
sensitivity or allergy, such as allergy to various metals or drugs, allergy 
of infection and serum sickness. These are, however, so far as is known, 
not of familial occurrence and have, as a rule, no reaginic mechanism. 
With the increase in the knowledge of allergy in the last few years the 
particular type of allergy first called by Coca “atopy” has gradually 
assumed a fairly distinct shape, and this nomenclature is being used 
more and more by American allergists. Some such nomenclature to 
distinguish the atopic dermatitis-hay fever-asthma group is highly desir- 
able, for this group differs in certain ways from other forms of allergy, 
and atopy may be looked on as a definite and familial pathologic 
entity. The predisposition to this type of sensitization seems in many 
instances to be as clearly hereditary as, for instance, the predisposition 
to diabetes or psoriasis. 

It is our purpose in this article to trace the evolution of atopic derma- 
titis from its beginning, through infancy, childhood and adult life. 


FIRST STAGE 
Infantile Eczema of Atopic Type-—A 3 month old infant usually 
(in this country) fed from the bottle and receiving nothing but cow’s 
milk with added carbohydrate, cod liver oil and orange juice, who has 


1. In this paper we are not considering circumscribed neurodermatitis, which is 
a different and apparently unrelated disease. 
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possibly ever since birth had a tendency to cradle cap, begins to have 
, papulovesicular rash on the cheeks. Soon the rash extends to other 
arts of the body, notably the outer aspects of the lower part of the legs, 


a 


a forearms, wrists and forehead. But by no means is it always 
vesicular—there may be little or no oozing on the cheeks, and there may 
be flattened, scaly lesions on the body. Sometimes there may be irreg- 
ular areas of erythema and occasionally a tendency to wheal formation. 
There is a polymorphism of lesions, the most characteristic and constant 
of which is, however, an exudative papule. There may be intense oozing, 
particularly of the cheeks, which has always been greatly stressed in 
most textbook articles on infantile eczema, but as a matter of fact cases 
with very profuse oozing are not particularly common. Scratching and 
rubbing may give rise to a punctate appearance, which some European 
dermatologists regard as .pathognomonic. 

Atopic infantile eczema may become generalized and take on the 
appearance of an erythroderma, somewhat resembling the picture 
described by Leiner as erythrodermia desquamativa. We have the 
impression that the likelihood of a tendency to generalization and the 
production of erythroderma is particularly strong in those cases in 
which an atopic dermatitis is superimposed on a skin with a marked 
seborrheic tendency. These cases with erythroderma present the most 
severe and the most intractable form of the eczematous process. 

Development of Sensitivity—As the hypersensitive patient proceeds 
along his atopic career he is constantly showing new sensitivities and 
is losing some of those that he had in the beginning. This capacity 
for sensitivities we believe begins with the embryo and in many persons 
runs through infancy and childhood and persists well into adult life, 
tending to diminish, however, at middle age. It is of interest to survey 
the ebb and flow of sensitivity in patients of different age groups with 
atopy, and for this purpose we shall consider the most important food 
atopens—egg, wheat and milk—and silk and cat hair of the environ- 
mental group. 

Skin tests are not often done on patients under the age of 3 or 4 
months because, as a rule, atopic symptoms have not developed to any 
great extent before this time. 

We tested 29 infants under 3 months of age, and found positive 
reactions in 19, There were sixteen reactions to egg, seven to milk and 
tour to silk. The youngest infant whom we tested was 4 weeks old. He 
gave positive reactions to egg white and to lactalbumin. Of 46 infants 6 
months of age or under who gave positive reactions to something, 42 
reacted to egg white, 7 to wheat, 11 to milk, 4 to silk and one to cat hair. 

In a similar series of 46 infants between 6 months and 1 year of age, 
39 reacted to egg, 13 to wheat, 13 to milk and 1 to cat hair. 
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The chief facts of interest brought out by these figures are that 
about 85 per cent of all infants under 1 year of age who react to any- 
thing react to egg; that the incidence of sensitivity to wheat nearly 
doubles between the sixth and twelfth months; that there are not many 
reactions to the environmental exogenous atopens (inhalants) during 
the first year, but that of these atopens silk is apparently the most impor- 
tant. Taking wheat, milk and egg white as a group and cat hair and 
silk (which in our series are the most common environmental substances 
to give reactions in early life), we found that in infants 1 year old and 
under the ratio between the two groups is 20:1. This of course does 
not indicate the actual ratio accurately, as only five atopens were con- 
sidered, but is intended simply to serve as a basis for comparison with 
the figures for the next age group. The development of sensitivity in 
a person is dependent as a general rule on frequent and adequate 
exposure to the atopen. In this connection it is interesting to note the 
abrupt rise in the incidence of sensitivity to wheat after the sixth month, 
at about which time most infants begin to eat cereal. 

The frequency of reactions to egg in young infants is striking and 
at first glance somewhat difficult to explain, because none of the group 
under 6 months of age was eating or had ever eaten egg. Furthermore, 
in this group, of the 42 who were sensitive to egg 24 (52 per cent) were 
sensitive to egg alone and to nothing else. In the group of children 
between 6 and 12 months of age only 12 (26 per cent) were sensitive 
to egg alone. It is certain that in most of these infants a positive 
cutaneous reaction to egg white means that there is real atopic hyper- 
sensitivity to it, for Woringer of Strasbourg and Moro of Heidelberg, 
working independently, were almost always able to demonstrate the 
presence of reagins in the blood, Woringer in a series of about 40 cases 
and Moro in a series of 100. We also have been able to demonstrate 
reagins in the blood in the few cases that we have studied by this method. 

While the origin and significance of sensitivity to egg white in these 
young infants who have never eaten egg is not entirely clear, there are 
enough indubitable facts on which to base a reasonably satisfactory 
theory of possible sensitization of the fetus in utero. Walzer has shown 
conclusively that in most normal persons certain substances, notably the 
atopen of egg white, but also others, are absorbed from the digestive 
tract into the blood in an unchanged condition, and it has further been 
shown by Ratner that the placenta is permeable to such foreign sub- 
stances. As egg is eaten by almost every one and therefore by almost 
all women during pregnancy, it follows that most fetuses are in contact 
with egg white. But by no means all fetuses become sensitized, for 
sensitization probably depends largely on the individual peculiarity of 
the fetus, that is, on the hereditary predisposition to sensitization— 
atopy. The reason, therefore, why sensitivity to egg white is so common 
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in atopic infants is that this is probably almost always the principal 
foreign protein with which they come in contact in sensitization-produc- 
ing quantity. Furthermore, if such a person is not sensitized to egg in 
utero, he is very likely to become sensitized to it in early postnatal life 
if he eats it, for it is well known that of all proteins egg albumin has 
the lowest coefficient of digestibility and is the one most easily absorbed 
into the blood in its native state. It is, however, usually not possible 
to produce atopic sensitization in a normal nonatopic person, no matter 
how much egg white he may have been given by injection. Precipitins 
are produced, but rarely reagins, and never atopic eczema, asthma or 
hay fever. 

Notwithstanding the possible correctness of this theory, it is certain 
that in babies who are sensitive to egg alone and who do not eat egg, 
this food is not producing the eczema. There is, then, the paradox of 
an atopic baby with eczema who does not come in contact with the only 
atopen to which he can in the present state of knowledge be proved 
sensitive. This question will be discussed more fully in a later article, 
and we can only state now that from unfinished work in progress we 
are somewhat suspicious that an egg-sensitive atopic baby may have 
eczema without coming in contact with any atopen to which he 
is specifically sensitive. He is prepared for eczema by his atopy and 
his sensitivity to egg, but the actual eczema may be brought about by 
other causes of which nothing very definitely is known; possibly it may 
have some relation to the metabolism of cow’s milk, possibly to non- 
specific external irritation. This at present is one of the most pressing 
and obscure problems of eczema in young milk-fed infants and needs 
a great deal further study before it can be thoroughly understood. 


SECOND STAGE 

Atopic Dermatitis of Childhood (2 to 12 Years; Neurodermatitis ).— 
A great many infants with atopic dermatitis recover entirely toward the 
end of the second year or sometimes before, are able to take with 
impunity foods which caused them trouble as young infants, and are 
bothered no more with atopic symptoms of any sort the rest of their 
lives. They have outgrown their sensitive phase. It is probable, how- 
ever, that they can pass on the atopic taint to their children. 

It is not uncommon for atopre dermatitis to begin after the second 
year, but many cases that one sees in childhood have existed since early 
infancy. In 1934? one of us (L. W. H.) reported such a series. Of 210 
patients between the ages of 2 and 12 years, 127 had had the condition 
since early infancy. Most of these were atopic. In childhood, as contrasted 


2. Hill, L. W.: Chronic Atopic Eczema (Neurodermatitis) in Children, J. A. 
M. A. 103:1430 (Nov. 10) 1934. 
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to infancy, the cutaneous condition is characterized by papulation rather 
than exudation. The common sites are the antecubital and popliteal 
spaces, the wrist and the region about the neck, but the distribution by no 
means always follows this rule. The eruption may occur on any part 
of the body and may consist of slightly scaly, infiltrated and lichenified 
plaques, sometimes with rather sharply defined margins, or in some cases 
there may be many small papules with excoriated tops, scattered all over 
the body, particularly on the exposed surfaces: the hands, arms, face, 
neck and sometimes legs. The skin in these cases is very thick and 
dry and usually erythematous or hyperpigmented. In short, the most 
varied morphologic pictures may be seen, but there is no primary 
vesiculation. The microscopic change is one of epidermal thickening 
and of infiltration; there is no primary spongiosis. The characteristics 
of the eruption depend to a large extent on how long it has lasted and 
how much secondary change from trauma and possibly secondary staphy- 
lococcic and fungus infection has taken place. The itching is intense 
and often continuous, and a large part of the picture is caused by 
secondary traumatic change from long-continued scratching and rubbing. 
The disease is one in which the patient is continually working against 
his own interests, no matter how much he wishes to be cured. This 
aspect of the situation is particularly difficult in young children, who 
are too old to be restrained and not old enough to restrain themselves, 
and sometimes prohibits satisfactory results no matter what local treat- 
ment is used or what offending atopens are withdrawn. 

In a series of 46 patients with this type of atopy between the ages 
of 2 and 12 years with positive immediate wheal reactions to something, 
28 reacted to egg, 6 to wheat and 6 to milk—about two-thirds as many 
reacting to egg as in the case of the infants previously considered, and 
only half as many to wheat and milk. It is, however, in the frequency 
of sensitization to the noningested atopens that the greatest change 
occurs; there were eleven reactions to cat hair and five to silk. This 
gives a food-nonfood ratio of 2.5: 1—a marked difference from the ratio 
of 20:1 in the group under 1 year of age. After the second year sensi- 
tivity to milk, particularly, tends to die out. In a series of 217 patients 
(some atopic, some nonatopic) under 2 years of age 14 per cent gave 
positive reactions to milk; in a series of 76 between 2 and 12 years only 
7.7 per cent reacted to milk. The same holds true for sensitivity to egg. 


THIRD STAGE 


Atopic Dermatitis in the Adult—tIn a certain, apparently large, 
percentage of cases of infantile eczema the dermatosis disappears dur- 
ing infancy and does not recur. In some cases, on the other hand, 
the condition continues, often with exacerbations and _ remissions, 
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through childhood and persists, frequently with sporadic free periods, 
beyond the age of puberty into adult life. 

‘The even approximate percentage of infants with atopic dermatitis 
who later have neurodermatitis as adults is unknown at present ; unfor- 
tunately, no accurate statistics are available. However, it seems to us that 
infantile eczemas can be divided into four principal groups roughly 
equivalent to the four large groups of eczemas in adults. We name 
these in their order of probable frequency in adults: (1) true eczema 
of the contact type, (2) eczematous mycotic and bacterial dermatoses 
(including dermatophytids and “microbids’”’), (3) seborrheic dermatitis 
(seborrheic eczematids) and (4) atopic dermatitis. In spite of the 
absence of accurate statistical evidence, it is our impression that the 
relative frequency of these dermatoses in adults is approximately 
the reverse of that found in infants, in whom the atopic dermatitis 
takes first place. The impression, however, still awaits statistical 
confirmation. 

For some time, it has become more and more apparent to dermatolo- 
gists that the term eczema, as generally and loosely employed, is neces- 
sarily confusing, for it has included a number of heterogeneous and 
widely divergent disorders of the skin. From this heterogeneous 
assembly at least the four more or less distinct entities mentioned have 
begun to take shape with a definition which modern allergic studies 
are continuing to make sharper year by year. 

The necessary statistical and other studies have been impeded by 
the fact that, especially in infancy but also in childhood and in adult 
life, the differential diagnosis of these four forms of eczematous and 
eczematoid dermatoses is often beset with difficulties. In many cases 
the superficial resemblances which have led to the common name 
eczema, the combination of two or more forms and the possible exis- 
tence of transitional forms, all obscure the fundamental differences. 
These differences are, however, clearly to be seen in typical instances, 
and careful study has been able to bring them to light in the majority 
of atypical cases in adults. 

We shall not enter into detail regarding the characteristics of and 
differentiation between the eczemas and eczematoid dermatoses of adults, 
classed in groups 1, 2 and 3, but shall confine ourselves to group 4, 
atopic dermatitis, which is the one which comes strictly within the 
scope of this study. 

The attempt at separation of this group from the other eczemas is 
not a new one. Especially since the time of E. Vidal, Brocq and 
3esnier, dermatologists have split off from the mass of eczemas in 
adults a certain fairly distinct group or entity which has been vari- 
ously called, in Europe, disseminate neurodermatitis (Brocq), lichen 
simplex disseminatus (Viday) and prurigo diathésique (Besnier). In 
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America, this group of eczematoid dermatoses has been variously called 
hay fever eczema, pruritus with lichenification, flexural eczema and. 
even more confusingly, chronic eczema or just eczema, as well as many 
other names. In spite of this confused and confusing terminology, jt 
was necessarily obvious to critical dermatologic observers that here was 
a form of eczema which was different from the others. It was not a 
mycotic disease, such as the older eczema marginatum of Hebra, or 
as many of the eczematous eruptions of the hand and foot have since 
been shown to be; nor was it the seborrheic eczema of Unna, nor the 
true or contact form of eczema which had been so precisely defined and 
studied by the schools of J. Jadassohn and of Bruno Bloch nor simply 
a chronic and lichenified stage of the last-named condition. 

The earlier observers, such as E. Vidal, Besnier and Brocq, indi- 
cated the relationship of this particular and separate form of eczematoid 
dermatosis to asthma and other sensitizations. It is the more recent 
work of Rost, in Europe (who called the early infantile form “early 
exudative eczematoid” and the adult form “late exudative eczematoid”), 
and of Sulzberger, Spain, Sammis and Shahon, Peck, Balyeat, Piness, 
Rackemann and others, in America, which has emphasized the clear 
relationship of the adult form of disseminate neurodermatitis to certain 
forms of infantile eczema and the relationship of both these conditions 
to atopy in general. It is due, in a great measure, to these more recent 
studies that this dermatosis has been understood with greater clarity and 
has been shown to be a part of atopy, in other words, a dermatologic 
manifestation of this form of familial predisposition to a certain type 
of sensitization. 

In order to maintain this dermatologic manifestation as an entity, 
separate and distinct from other, nonatopic eczemas and eczematoid 
dermatoses, and also to emphasize its atopic nature, we believe that it 
is today best named atopic dermatitis of the infant, of the child and 
of the adult. 

In delineating the characteristics of atopic dermatitis in the adult, it 
would appear simplest to describe the composite findings based on 
actual studies of 32 typical cases. 

Atopic dermatitis of the type here designated as the adult form 
appears, as a rule, during adolescence, either as a direct and uninter- 
rupted transition from the dermatitis of childhood or as a fresh attack 
of dermatitis after a period of several years’ freedom. 

It is important to note that over 50 per cent of the patients with 
the classic form have a familial history of other atopic manifestations, 
such as asthma and hay fever, and about 50 per cent have a personal 
history of atopic disease and of infantile eczema. Since this character- 
istically high percentage of preceding infantile eczemas occurs in no 
other form of the adult type of eczematous or eczematoid dermatitis, 
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the conclusion is permitted that atopic dermatitis in infants is, in some 
cases, a forerunner of atopic dermatitis in the adult. This does not 
necessarily mean that all or even a high percentage of babies with atopic 
eczema of the infantile type will later have atopic dermatitis of the 
adult type. but it indicates that a certain as yet unknown and perhaps 
small percentage of babies with the infantile form will later be affected 
by the adult form. Thus, the prognosis in each individual case of 
infantile atopic dermatitis must envisage the possibility of later mani- 
festations. This is apparently in contradistinction to the status of the 
purely contact and seborrheic infantile forms free from atopy; these 
forms, so far as it is possible to ascertain today, are not the fore- 
runners of atopic dermatitis in the adult. 

The average age of the patient at the first consultation in our 32 cases 
of atopic dermatitis of the adult type was 19 years; the age of onset, 
however, ranged between 10 and 28 years. In the majority of the cases 
the dermatitis begins either shortly before, or from two to three years 
after, puberty. 

Clinically and histologically the adult from of atopic dermatitis bears 
a much closer relationship to the childhood type than to that seen in 


infants. 
The sites of predilection of the dermatosis are the flexural areas, 
and in typical cases all the antecubital and popliteal fossae are often 


affected. The face, particularly the forehead, the region around the 
eyes and the anterior portions and sides of the neck, are also favored 
sites. In severe cases the dermatosis may become generalized, but 
even in such instances it is frequently most severe in the areas just 
referred to. 

As is the case in atopic dermatitis in childhood, and in sharp con- 
trast to atopic dermatitis in infancy, as well as in contrast to contact 
dermatitis in the adult, the cutaneous manifestation is not primarily 
vesicular or weeping. The histologic picture is approximately that found 
in the childhood form. In uncomplicated cases there is no spongiosis 
in the epidermis. The cardinal clinical lesions consist of slightly 
elevated papules and diffuse, dry and slightly scaly, hard and thickened, 
usually not very sharply demarcated lichenified plaques, with accentu- 
ation of the cross-markings of the skin. The papules are scattered, 
often irregularly distributed about the plaques, vary in size from that 
of a lentil to that of a pea, are sometimes roughly polygonal and vary 
in color from that of the skin through pink, red and tan to brown 
and grayish brown. Some of these papules are, as a rule, excoriated, 
and often nothing is to be seen but the secondary crusting which has 
followed the scratching and the infection. The larger and diffusely 
infiltrated areas often become oozing, weeping and crusty, owing 
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probably to the traumatization of scratching or rubbing, to secondary 
impetiginization or to irritation from topical applications. 

The color of the larger diffuse lesions also varies from a bright 
pinkish red in the acute or early stages through a tannish brown to 4 
dirty grayish brown in cases of long standing. In chronic or recurrent 
cases the entire skin of the facies and body of the patient may assume 
a dark grayish-brown color, which is often very pronounced on the 
face, neck and cubital areas and frequently of such a peculiar and 
characteristic hue that the presumptive diagnosis may be made at a 
glance. 

Occasionally the atopic dermatosis is seen combined with contact 
eczema from topical remedies. More frequently, perhaps, there are 
to be found a superimposed impetiginization or mycotic (yeast) infec- 
tion, probably due to infection from scratching, and, not rarely in 
severe cases, what appears to be a seborrheic condition, with scaling 
of the scalp and weeping of the areas around the ears and on the neck, 
which may be superimposed (monilia infection ?). 

The skin of these patients is frequently dry in general and rather 
thick, even on areas apparently unaffected by the dermatosis. Among 
those affected about 50 per cent of the children and adolescents have 
keratosis follicularis of the trunk and extremities. The oily skin or 
the moist, thin, hyperhidrotic skin so frequently seen in contact der- 
matitis or the oily skin accompanying seborrheic dermatitis is usually 
absent in atopic dermatitis. 

In the foreground of the picture of atopic dermatitis stands the 
continued itching, which often precedes the objective manifestations 
and/or persists after these have disappeared. The pruritus may be con- 
tinuous or in crises and can reach maddening proportions. It is often 
worse at night or after exertion. (Perspiration? Cold? Lack of 
vitamins ? ) 

While the course of the disease is chronic, most (but not all) 
patients have intervals of many months or even years of more or less 
complete freedom. The exacerbations of the disease are not inire- 
quently seasonal, and in our material in the majority of cases exacer- 
bations have occurred in the late fall (ragweed? cold? lack of vitamins ?) 
and early winter, but there are some cases with peaks in the spring and 
summer and some with irregular flare-ups. It is a puzzling character- 
istic of the disease that change of environment may produce an almost 
miraculously beneficial result, so that hospitalization or moving to a 
different climate or even to a different residence sometimes effects 
speedy relief. (Elimination of environmental allergens ?) 

It appears that the disease eventually runs itself out; that is, the 
patient outgrows the condition. We base this statement on the fact that 
during the period of more than ten years in which we have been 
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particularly interested in atopic dermatitis we recall having seen but 
one case in a patient over 35 years old. It seems to be a disease most 
often of the teens, but also of the twenties. 

As we have stated before, these patients, although healthy in all 
hut the aforementioned respects, generally have the characteristics of 
atopy. Not only do their family and personal histories often manifest 
other atopic disease, but skin tests and demonstrations of reagins give 
results indicating atopy, even in those cases in which the dermatosis has 
been and remains the only personal clinical manifestation. Scratch 
and intracutaneous skin tests in cases of atopic dermatitis show that, 
compared with patients who have other atopic diseases, these patients 
are, aS a group, among those whose skins are most strongly hyper- 
sensitive, have the most polyvalent hypersensitivities and the strongest 
and largest number of reagins. We have seen patients with as many 
as fifty-six different definitely positive reactions to skin tests, and we 
have demonstrated as many as twenty-eight different reagins in the 
same serum. 

In sharp contrast to the marked and polyvalent hypersensitivity to 
intracutaneous or scratch tests with common foods and inhalants, 
patients with atopic dermatitis almost always give negative reactions 
to patch or contact tests with large numbers of common contact sub- 
stances. There is, apparently, one exception to this rule: The heavy 
metal salts, particularly nickel sulphate or potassium dichromate, when 
applied in patch tests, elicit a positive response in a fairly high per- 
centage of cases. There is at present no explanation for this finding. 
We do not believe, however, that this positive reaction can as yet 
be considered identical with that produced by patch tests in contact 
dermatitis, for the reaction in atopic dermatitis does not seem to be 
truly eczematous but rather more papulopustular. 

It is instructive to study the further course and changes of the 
hypersensitivity of the skin, as shown by the compilation of the sub- 
stances eliciting the most frequent responses to skin tests in the adult 
group, as compared with those causing the most frequent reactions in 
the childhood and in the infantile group. 

In 21 adults on whom complete skin tests could be done by the 
scratch or intracutaneous method and who reacted to one or more 
atopens the results were as follows: 

Thirteen patients reacted to one or more foods, but of ‘these only 
+ reacted to egg white; only 1 reacted to egg white alone and 1 to 
wheat alone. None reacted to milk alone. Eleven reacted to other 
foods, either alone or in combination with egg, wheat and milk. All 
the reactions to egg white, milk and wheat were weak, never above 

to +, while some of the reactions to other foods, such as fish, shell- 
fish, pork, coffee and fruits occasionally gave reactions up to + + +. 
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Fifteen patients reacted to one or more noningested environmental 
or inhalant atopens. The four members of this group most commonly 
eliciting positive reactions were: feathers (in 6 cases) and silk, horse 
dander and ragweed (each in 5 cases). 

Silk caused the strongest reactions (a reaction of +++ +. ip 
3 cases), and the serums of the patients contained the highest reagin 
titer to silk. The next strongest reactions were those elicited by horse 
dander and ragweed, while the reactions to feathers were by far the 
weakest. 

Comparison with the reactions in the groups of infants and of children 
shows that there has again been a change in the direction of the hyper- 
sensitivities. In infants the food-nonfood ratio was 20:1; in children. 
2.5:1, and in our group of adults it was 13:15, or approximately 
0.87:1. The conclusion seems justified that foods are becoming less 
important and the noningested, environmental substances more impor- 
tant. Furthermore, the ratio of importance within the group of foods 
itself has changed. Reactions to egg have been markedly reduced, and 
the same applies to reactions to milk and to wheat, while other foods 
(fish, pork, coffee, fruits) have caused increased reactions. 

Among the environmental atopens, the inhalants have assumed first 
place with silk, horse dander, certain pollens and perhaps feathers and 
certain other animal emanations causing reactions which deserved serious 


consideration. (We regret that house dust was not included in our 


tests on adults. ) 

In conclusion it is necessary to remark that, just as was the case 
in infants and as we mentioned in discussing sensitivity to egg white, 
it is noteworthy that even strongly positive reactions to skin tests and 
the demonstration of specific reagins do not necessarily prove that the 
substance used in testing is of causal significance. It may be stated 
with certainty that some of our patients improved when certain of the 
substances causing strong skin reactions could be eliminated, and some 
patients showed exacerbation on renewed contact with certain atopens 
which had elicited cutaneous responses. However, it is equally true 
that some patients have not been benefited by the removal of foods 
causing positive reactions and some have not been harmed by the inges- 
tion of such foods. So the significance of the skin test and the reagin 
findings requires further study. 

It is, in our opinion, a great defect in our own and all other previ- 
ous studies that only elimination diets have received adequate attention, 
while the elimination of inhalants has, to a great extent, been neglected. 
The allergists, as a group, have hitherto gaged the importance of the 
inhalants more correctly than have the dermatologists’ or pediatricians. 
It would seem that no definite conclusion as to the significance of the 
skin tests and reagin findings can be reached until atopic dermatitis has 
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heen studied not only with dietary eliminations but also and simul- 
taneously by complete environmental control in the most perfect 
allergen-free rooms today available. 


SUMMARY 

It is evident that the state of susceptibility to sensitization which has 
heen called atopy is the base on which develops a certain type of der- 
matitis, from earliest infancy to middle age. By careful observations 
atopic dermatitis can usually be distinguished from other dermatoses. 
The clinical appearance and the immediate exciting agents vary at dif- 
ferent age periods, but the fundamental predisposition which makes the 
development of the dermatitis possible is the same at all ages. While 


in many cases removal of the specific atopen or atopens to which the 
patient is sensitive cures.or improves the dermatitis, in some cases this 


is not so, and there are undoubtedly other factors at work of which at 
present practically nothing is known. In about half the cases there is 
strong evidence to support the thesis that this predisposition to the 
development of sensitivity is hereditary; in the rest it is not known 
why some persons become so easily sensitized to foreign “protein.” 

Until there is better understanding of the fundamental variation 
from the normal which makes atopic sensitization possible and until 
this variation can be directly controlled, the best method of attack in 
the treatment of atopic dermatitis is symptomatic but rational local and 
systemic therapy plus the determination of specific sensitivities and with- 
drawal of the corresponding atopens from the diet or environment— 
or an attempt at hyposensitization in a few selected cases. The results 
of these procedures, while sometimes encouraging, are by no means 
ideal. 
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ACID IN THE BLOOD AS A CAUSE OF 
DISEASES OF THE SKIN 


JULIUS E. GINSBERG, M.D. 
CHICAGO 


Not infrequently a patient says that the condition of his skin has 
been attributed to “too much acid in the blood.” When the patient 
is asked how the acidosis was discovered one usually finds that no 
laboratory test was made. This working hypothesis frequently pro- 
vokes an interesting paradox: The physician tells the patient to avoid 
the “acid fruits,” referring to the citrous fruits, which are known to 
have an alkaline ash. 

To determine the presence of acidity the py and carbon dioxide con- 
tent of the blood serum were determined in patients with the following 
dermatoses: acne rosacea, acne vulgaris, angioneurotic edema, aphthous 
stomatitis, dermatitis medicamentosa, dermatomycosis, dermatitis vene- 
nata, dyshidrosis, erysipelas, erythema multiforme, keratosis senilis, 
lichen simplex chronicus, lingua geographica, lupus erythematosus, 
neurodermatitis, parapsoriasis, pityriasis rosea, prurigo nodularis, pru- 


ritus ani, pruritus vulvae, psoriasis, stasic eczema, stasic ulcer, sycosis 


vulgaris, tinea amiantacea, urticaria and vitiligo. 

The blood was collected under oil according to standard procedures, 
and the serum was analyzed at once in the clinical laboratory of Dr. 
T. E. Friedemann by Misses Egan, Salzman and Erickson. The py 
was determined by the Hastings and Sendroy bicolor method * and the 
carbon dioxide content by Van Slyke’s gasometric method.* 

In not one of the sixty-six instances recorded was definite acidosis 
or alkalosis evident. The greatest variation was from py 7.38 and 
carbon dioxide content 31 millimols per liter in one case of lupus 
erythematosus to py 7.49 and carbon dioxide content from 29.9 to 
32.9 millimols in several cases of various dermatoses. In cases of 
acne vulgaris the variations were from py 7.43 and carbon dioxide con- 
tent 29.4 millimols to py 7.48 and carbon dioxide content 25.8 millimols. 
In cases of dermatitis venenata values were found from py 7.45 and 


Read at the Scientific Session of the Section of Dermatology, Dec. 7, 1934. 

From the Section of Dermatology of the Department of Medicine, the Uni- 
versity of Chicago. 

1. Hastings, A. B.; Sendroy, Julius, Jr., and Robson, W.: The Colorimetric 
Determination of the pu of the Urine, J. Biol. Chem. 65:381 (Sept.) 1925. 

2. Peters, J. P., and Van Slyke, D. D.: Quantitative Clinical Chemistry: 
II. Methods, Baltimore, Williams & Wilkins Company, 1932. 
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carbon dioxide content 29.7 millimols to py 7.49 and carbon dioxide 
content 32.9 millimols ; in cases of neurodermatitis and seborrheic derma- 
titis (all types), from py 7.4 and carbon dioxide content 27.5 millimols 
to pu 7.49 and carbon dioxide content 32.9 millimols, and in cases of 
psoriasis from py 7.4 and carbon dioxide content 32.6 millimols to 
», 7.48 and carbon dioxide content 28.1 millimols. The average Pu 
value for all cases was 7.46, and the standard deviation was 0.023; 
the average value for carbon dioxide content was 29.1 millimols and 
the standard deviation 2. 
COMMENT 

Contrary to these results, Spillmann, Vérain and Weis ® in a similar 
study defined py 7.35 as normal, with a value below 7.35 indicating 
acidosis (21 per cent of their cases) and one above 7.35 indicating 
alkalosis (71 per cent of their cases). They expressed the belief that 
over half of their patients showed improvement or cure with the seem- 
ingly indicated administration of acid or alkali. Their analyses for 


hiss 


py show wide deviations (from 7.15 to 7.7), which I did not observe 
in my series of cases. 

[ find most other authors in accord with my observations. Thus 
Foerster * in a study of one hundred cases of dermatosis found the 
alkali reserve in all cases within normal limits. In a study of fifty 
dermatologic patients Pisacane’s® tables showed that the carbon 
dioxide-combining power of the blood of practically all was in the 
normal range. Criep,® in forty cases of urticaria observed both during 
and between attacks, found no significant disturbance in the acid-base 
balance, and no definite improvement clinically resulted from the 
administration of sodium bicarbonate or hydrochloric acid. 


CONCLUSION 
No instance of acidosis was found in a series of specimens of blood 
serum from sixty-six patients with twenty-seven of the common 
dermatoses. The conception of “too much acid in the blood” as a cause 
of diseases of the skin is apparently false. 


3. Spillmann, Louis; Vérain, Marcel, and Weis, Jacques: Le fa en dermatolo- 
ie, Paris, Masson & Cie, 1932. 

4. Foerster, R.: Zur Frage der Beziehungen zwischen Alkalireserve und 
Dermatosen, Dermat. Ztschr. 61:153 (June) 1931. 

5. Pisacane, Carlo: Variazioni della riserva alcalina del sangue in alcune 
malattie della pelle, Arch. ital. di dermat., sif. 6:61 (June) 1931. 
6. Criep, Leo H.: Metabolic Studies in Urticaria, J. Allergy 3:219 (March) 
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Clinical Note 


DI-NITROPHENOL IN TREATMENT OF ICHTHYOSIS 


MatTrHEw Motitcu, M.D., wirh THE TECHNICAL ASSISTANCE OF 


RicHarp F, Cousins, JAMESBURG, N. J. 


The most striking symptom complained of by patients taking 1, 2, 4 alpha-di- 
nitrophenol for reduction of weight is copious sweating, especially at night. The 
thought that this drug in small doses might stimulate sufficient production of heat 
in patients suffering from ichthyosis to give them some relief during the winter 
months prompted us to try it out on an inmate of the New Jersey State Home for 
Boys. 

A 16 year old white boy (P. J.) with ichthyosis served as the subject for our 
experiment. He was 62% inches (158.12 cm.) tall and weighed 108 pounds (49 
Kg.). The boy gave a history of having had this condition since birth with spon- 
taneous relief during the summer months (June to October). During the cold 
months he had an extensive dryness and fishlike scaling of the extensor surfaces 
of his arms, forearms and lower extremities below his knees. The remainder of 
the body was dry and rough but not scaly. The entire body and the face had a 
dirty, unwashed appearance. The family history was essentially unimportant 
except that a maternal uncle was said to have had ichthyosis. It is an established 
fact that ichthyosis is associated, perhaps always, with defective sweat and coil 
glands and that the condition is a congenital defect involving both. 

The patient was first given a small daily dose of 1, 2, 4 alpha-di-nitrophenol 
to determine whether there was any idiosyncrasy. While on this dose of only 
15 mg. per day for one week he lost 6 pounds (2.7 Kg.). The dose was doubled 
and the weight watched daily with the surprising result that the patient gained 
2 pounds (0.9 Kg.). It may be that the initial loss was due to hospitalization 
after a summer of outdoor activity. The dose was then increased weekly, until 
at the end of seven weeks the patient was receiving 260 mg. daily, or 5.3 mg. per 
kilogram. This is the maximum dose recommended for obese adults by Cutting, 
Mehrtens and Tainter.1 The experiment was ended rather abruptly, when a sore 
throat and a slight fever developed. These symptoms cannot be considered a 
reaction to the drug because they occurred after a long period of treatment. 

Thus the patient was given di-nitrophenol for about seven weeks, with a: daily 
dose of over 4 mg. per kilogram for the last three weeks. The patient regained 
the weight lost, so that on the day the experiment was terminated he weighed the 
same as before treatment was started. At no time during that period did the 
patient show an elevation of temperature. The temperature was taken at four 
hour intervals. The pulse and respiratory rates remained the same throughout the 
period of treatment. The blood count, blood sugar and blood urea were normal 
before and after the experiment. The urine was within normal limits except that 
it soon acquired a yellow color, which stained the toilet. 


From the New Jersey State Home for Boys and the Department of Neurology, 
Medical School, University of Pennsylvania. 

1. Cutting, W. C.; Mehrtens, H. G., and Tainter, M. L.: Action and Uses 
of Di-nitrophenol, J. A. M. A. 101:193 (July 15) 1933. 
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The basal metabolism before treatment was 43 calories per hour per square 


meter. The initial small dose to determine sensitivity had no effect on the basal 


metabolism, and a slight decrease occurred which may be ascribed to the more 
sedentary life in a hospital. With the increase in the dose the basal metabolism 
rose until at the end of the experiment the number of calories per square meter 
was 50.2 per hour. The average for this age is 41, as established by Molitch and 


Cousins.” 

At no time did the patient sweat or get any relief from the ichthyosis, in spite 
of the large amount of di-nitrophenol taken, adequate doses for more than three 
weeks. The boy stated that he did sweat during the summer months. 


SUMMARY 


A 16 year old white boy with ichthyosis was treated with 1, 2, 4 alpha-di- 
nitrophenol orally to stimulate sweating. Studies of the basal metabolism, blood 
chemistry, blood cytology and urine were made before, during and after the period 
of treatment. 

No sweating occurred after oral treatment with di-nitrophenol. 

The dryness and scaliness of the skin were not relieved. 

The basal metabolism increased, showing that the patient reacted to the drug, 
but evidently his sweat glands were too defective to respond. 

There was no proportionate loss of weight, and when the experiment terminated 
the boy weighed the same as at the beginning of the period of treatment. 


2. Molitch, M., and Cousins, R. F.: Variation of Basal Metabolic Rate per 
Unit Surface Area with Age, J. Nutrition 8:247 (Aug. 10) 1934. 





Minor Notes 


RHINOPHYMA IN A WOMAN 
Leon Grinspurc, M.D., BALTIMORE 


While rhinophyma is fairly common in men, it is exceedingly rare in women. 
Some authors state that it never occurs in women.! It is indeed curious that 
rhinophyma is so uncommon in women, since acne rosacea occurs in the ratio 
of three females to one male.2 I could find only one author, Bechet,? who com- 
mented on the rarity of the disease in women. This comment was made when 
he presented a patient before a local dermatologic society. Sams‘ recently 
reported a case in which there was enlargement of the tissues of the chin as well 
as of those of the nose, but he did not discuss the incidence of the disease in 
women. 

REPORT OF A CASE 


A housewife, aged 65, American, of Irish stock, was first seen at the clinic 
on March 22, 1933, with lesions of acne on her face and an enlargement of the 
nose. She stated that the eruption had been present for about twenty-five years, 
and that it had become worse during the past four months. The results of the 
general physical examination were essentially negative. The nose, especially at 
the tip and the wings, was a third larger than normal. The gastric analysis 
revealed a free hydrochloric acid of 0 and a total acidity of 6. The Wassermann 
reaction of the blood was negative. Under local treatment with the x-rays and 
a sulphur lotion and the administration of dilute hydrochloric acid internally the 
lesions disappeared, but the nose showed no appreciable decrease in size. 


From the Department of Dermatology, Johns Hopkins Hospital. 

1. Besnier, E.; Brocq, L., and Jacquet, L.: La pratique dermatologie, Paris, 
Masson et Cie, 1900, vol. 1, p. 248. 

2. Stokes, J., and Beerman, H.: Effect on Skin of Emotional and Nervous 
States: IV. The Rosacea Complex, Arch. Dermat. & Syph. 26:478, 1932. 

3. Bechet, J.: Rhinophyma in a Woman, Arch. Dermat. & Syph. 14:86 
(July) 1926. 

4. Sams, W. M.: Rhinophyma: With Un. ual Involvement of the Chin, 
Arch. Dermat. & Syph. 26:834 (Nov.) 1932. 





FEVER THERAPY IN DERMATITIS HERPETIFORMIS 


Harry E. Axrperson, M.D., SAn Francisco 


The following case is offered as an illustration of the effects of hyperpyrexia 
on dermatitis herpetiformis : 

N. C., a young man, aged 20, a student at Stanford University, had typical 
dermatitis herpetiformis with lesions thickly scattered over the trunk and arms 
and behind the knees and flexures of the elbows. Biopsy confirmed the diagnosis. 
He had had this condition for more than a year. He was given a course of 





BEINHAUER—EPIDERMOLYSIS BULLOSA 469 


autohemotherapy and ultraviolet ray treatments, with the result that all the lesions 
disappeared within a few months. After a number of weeks of very hard work 
at college the lesions returned as before. 

He had an attack of German measles with marked adenopathy and a tempera- 
ture of 99 F. The dermatitis herpetiformis promptly disappeared, to return after 
he resumed his hard work at college. Then the autohemotherapy and ultraviolet 
treatments seemed to have no effect. It was decided to try hyperpyrexial baths, 
nd the patient was admitted to the Stanford University Hospitals. He was 

n a half hour bath with a temperature of between 104 and 106 F. every other 
lav, for four times. On each occasion his body temperature rose to 102.4 F. At 

time did he feel any unpleasant effects. After the first hyperpyrexial bath most 
of the lesions disappeared, and after the third he was practically well. 

Of course, it is realized that complete change of environment, relief from 
college work and rest in bed had some effect. Possibly the subsidence of the 
lesions was due to those factors alone. However, it was interesting to see the 
lesions rapidly subside after the first hyperpyrexial bath. 

SuBSEQUENT NotE.—One month later the patient wrote from Mexico that he 
had remained entirely well. However, his active outdoor life with suitable 
rest and freedom from nervous strain may account for his excellent condition. 


TREATMENT OF EPIDERMOLYSIS BULLOSA 


L. G. BertnHAvER, M.D., PitrspurcH 

On Jan. 7, 1935, Miss M. H., aged 30, consulted me for a recurrent bullous 
eruption of the extremities of thirteen years’ duration. A family history of dry 
skin and eczema was elicited. The patient stated that a sister had a similar con- 
dition, which improved greatly after the establishment of the menses. 

Examination revealed an active bullous eruption in various stages of involution 
on the lower extremities; it was especially marked about the knees and ankles 
and was intermingled with numerous recent and old atrophic tissue paper-like 
scars of various sizes. The region about the wrist and elbows presented a similar 
clinical picture. Marked dystrophic and atrophic destruction was present at the 
sites of the finger-nails and toe-nails. The roof of the mouth, the bridge of the nose 
and the ears had been involved in the course of the disease. The patient was given 
a purified form of the anterior pituitary-like hormone from the urine of preg- 
nant women three times weekly for a period of one month, during which time a 
gain in body weight of 12 pounds (5.4 Kg.) was noted and there was marked 
improvement of general health. After the sixth injection the bullous lesions ceased 
to appear and have been controlled with a weekly injection to date. Similar 
treatment is now being instituted in a family consisting of mother and two sons, 
with almost identical results. 

The results are too recent to draw final conclusions, but they are worthy of 
consideration in this apparent hopeless condition. 


5026 Jenkins Arcade. 





News and Comment 


MISSISSIPPI VALLEY AND CENTRAL STATES 
DERMATOLOGICAL ASSOCIATIONS 


A joint meeting of the Mississippi Valley Dermatological Association and the 
Central States Dermatological Association will be held in Cincinnati on Saturday, 
November 16, with the local dermatologic Society as host. The invitation to 
members of dermatologic societies is general, and it is planned to make the meeting 


notable socially as well as scientifically. It is hoped that the attendance will be 
large. Dr. H. Jerry Lavender, 716-717 Provident Bank Building, Cincinnati, is 
chairman of the committee on arrangements. 





Obituary 


HENRY ROCKWELL VARNEY, M.D. 
1870-1935 


Dr. Henry Rockwell Varney was born in Dunhams Basin, N. Y., on 
\ug. 25, 1870, and died suddenly while returning from a fishing trip 
in Ontario on July 8, 1935. 

He earned his degree of Doctor of Medicine from the University of 
Vermont, Burlington, Vt., in 1893. He was for many years on the 
Medical Staff of the Harper Hospital and on the teaching staff of the 
Detroit College of Medicine. He had the faculty of clear elucidation, 
and this, with his earnestness, made him a good teacher, respected by 
the faculty, students and nurses. For several years he was active in the 
interests of the Section on Dermatology and Syphilology of the 
\merican Medical Association. He was a member of the House of 
Delegates in 1907, Secretary of the Section on Dermatology and 
Syphilology in 1909-1911 and Chairman of the Section in 1916. Prob- 
ably his most notable achievement, which gives insight into his work, 
was his association for many years with the research and biological 
laboratories of Parke, Davis and Co., in collaboration with Dr. L. T. 
Clark, in those early years of research in bacteriology when the applica- 
tion of that service to the new medicinal products was at its most inten- 
sive stage. Dr. Varney stood out as one of the members of the medical 
profession who showed a keen appreciation of the need for an intimate 
linkage between bacteriologic research and the clinical application of 
the products of that research. He was firmly convinced that greater 
progress could be made through more intimate contact between research 
worker and physician. His articles reflect this. In collaboration, at times 
with Dr. Clark, he published “Blastomycosis Beginning in Infancy” 
(1908), “The Serum Diagnosis of Syphilis’ (1908), “Inoculations of 
Polyvalent Staphylococcic Suspensions in Staphylococcic Infections of 
the Skin” (1909), “The Relation of Pyogenic Microorganisms to the 
Etiology and Treatment of Skin Diseases” (1911), “A Micrococcus 
with Unusual Characteristics as a Factor in a Resistant Dermatosis 
Resembling Acne Vulgaris” (1912) and “A Comparative Study of 
Antigens for the Wassermann Reaction” (1913). Many other con- 
tributions are to be found in the dermatologic literature. 

His effort was among the earliest in this country to control furuncu- 
losis by the application of the principles of Sir Almroth Wright's 
bacterial vaccine therapy; his work afforded a definite practical con- 
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tribution to the knowledge of the stability of the antigenic principles jy 
this bacterial vaccine. 

His was a strong, pleasing personality ; his friendships were lasting: 
his play was on the golf links. Because of failing health during the last 
few years, he spent much of his time in travel and on the links. 

In his professional life he always aspired to be among the first to 
grasp the new. On this he prided himself, as illustrated in the early 
use of the roentgen rays in dermatology and the happiness it gave him 
that he was among those early selected to report on the clinical use of 
arsphenamine in the treatment of syphilis in the days when one intra- 





HENRY ROCKWELL VARNEY 
1870-1935 


venous injection—the sterilisans magna—was to be the death knell to 


syphilis. 

If he had any pride, it was the pride of happiness to which profes- 
sional attainments entitled him. He enjoyed the fellowship of his pro- 
fessional confréres. His election to the Detroit Academy of Medicine 
and to the American Dermatological Association gave him joy, not only 
because of the tacit acknowledgment of professional and social attain- 
ments, but because he would meet there men whose friendship he 
valued, whose companionship he would enjoy and with whom he could 


play. A. P. B. 





Abstracts from Current Literature 


Epitep By Dr. HERBERT RATTNER 


Lipo Tumors. CHARLES -F, GescHIcKTER, Am. J. Cancer 21:617 (July) 1934. 


Geschickter reports the production of xantholipomatous proliferations of fat 
in the subcutaneous tissues of the monkey by injections of chorionic gonadotrophic 
hormone from the urine of pregnant women. He states that tumors of the lipoid 
sroup tend to follow in anatomic distribution specialized lipoid structures present 
in embryonic life and are apparently caused by endocrine influences, particularly 
by the influence of the anterior lobe of the pituitary gland, which result in a repeti- 
tion of the embryologic development of fat. The lipoid tumors are discussed and 
classified in two groups, that of lipomatous and that of xanthomatous tumors, 
each group containing appropriate subgroups. 


Is CANCER BecoMING MorE PREVALENT? CHARLES BoLpUAN and Louis WEINER, 

Am. J. Cancer 21:825 (Aug.) 1934. 

A study of records of deaths due to cancer in New York over a period of thirty 
vears indicated that the mortality rate from “visible” cancers has remained prac- 
tically unchanged. This finding led to the conclusion that cancer is probably no 
more prevalent now than it was a generation ago. 


MeTASTASIS IN SQuAMOUS CarRcINOMA. L. WoopHouse Price, Am. J. Cancer 

22:1 (Sept.) 1934. 

Price states that there is no correlation between the clinical condition of the 
patient and the development of distant metastases and that no constant relationship 
exists between the site of the primary tumor and the site of distant metastases. 
It was observed, however, that tumors arising in certain primary sites have a 
tendency to form metastases in certain tissues. Metastatic lesions from squamous 
carcinoma, except those from localized regional lymphatic glands, are rare. 
Dissemination takes place by infiltration, by vascular and lymphatic embolism and 
by transplantation. 


COMPARISON OF APPARENT END RESULTS IN CASES OF CARCINOMA OF THE MouTH 
IN RELATION TO LENGTH OF FoLtLow-Up. Cuartes C. Lunn, Am. J. Cancer 
22:335 (Oct.) 1934. 

This study, undertaken by the Cancer Commission of Harvard University 
showed that the number of patients apparently cured by various therapeutic meas- 
ures declines from one-quarter to one-half between the one year and the five year 
period. In contrast to these figures for cancer of the mouth Lund reports that 
in a group of cases of carcinoma of the lip there were 184 one year cures and 
150 five year cures. 


\cTION OF RADIUM ON TissUE CuLTuRES. F. B. FLiInn, J. Victor, N. STiILLMAN 
and D. MacDonatp, Am. J. Cancer 22:351 (Oct.) 1934. 


Using tissue from fowl embryos and Euglena organisms and the Carrel technic 
of drop and flask cultures, the authors failed to obtain any evidence of direct 
stimulation of tissue growth or mitosis after exposure to variable amounts and 
qualities of radium radiation. It was observed that cultures exposed to radium 
radiation seemed more susceptible to deleterious effects from small variations 
inherent in the procedure for culture of tissues. 
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Rounp-Ceit, SprnpLE-CELL AND NEUROGENIC SARCOMA OF THE Lip. Trpor pg 
Cuotnoky, Am. J. Cancer 22:548 (Nov.) 1934. é 


Four cases of sarcoma of the lip were recorded among 429 cases of malignant 
lesions of the lip observed at the Stuyvesant Square Hospital. The available 
literature yielded records of only 20 such cases; the upper lip was involved jy 
only 2. Most of the lesions studied histologically were of the round cell or 
spindle cell variety. In 2 cases direct involvement of the regional lymph nodes 
occurred. In several cases there was hyperplasia of regional nodes. Sarcoma of 
the lip usually appears as a red or reddish-blue growth of from a few millimeters 
to several centimeters in diameter situated on the vermilion border. The surface 
is smooth and more or less lobulated and early in its development exhibits 
excoriation and bleeding. The lesion becomes ulcerated and punched out in the 
center and presents hard, indurated, infiltrated, ill defined borders. Wide local 
excision or electrosurgical destruction is advocated. 


MALIGNANT NEOPLASMS OF THE UPPER RESPIRATORY TRACT IN THE Younc. 

MILTON FRIEDMAN and SIDNEY RUBENFELD, Am. J. Cancer 22:786 (Dec.) 1934, 

An investigation of 3,161 malignant neoplasms treated in the department of 
radiation therapy of the Bellevue Hospital, showed that in 77 cases, or 2.5 per 
cent, the neoplasms occurred in persons aged between 1 and 20 years. There 
were 20 carcinomas, 21 sarcomas and 36 lymphomas, and the lesions were uniformly 
distributed through this age group, some appearing in patients in the first year 
of life. Three hundred and one malignant lesions involved the oral cavity and 
upper portion of the respiratory tract, and of these 9, or 3 per cent, occurred in 
the aforementioned age group. Most of these lesions were rapidly growing and 
radioresistant. The sarcomas were usually bulky tumors of the mouth, and the 
carcinomas usually originated in the lympho-epithelium of the tonsils and pha- 
ryngeal lymphoid patches and were all highly malignant and recorded as of 
grade 4. Interstitial irradiation and investigation of cervical nodes are recom- 


mended. Foerster, Milwaukee. 


LYMPHOGRANULOMA INGUINALE WITH ReEcTAL MANIFESTATION IN A CHILD, 
Jacosp Exitzak and Borris Korneiitu, Am. J. Dis. Child. 49:703 (March) 


1935. 


Elitzak and Kornblith report a case of lymphogranuloma inguinale involving 
the rectum of an 8 year old Puerto Rican girl whose mother had a rectal stricture 
due to the same disease. The father also had a positive Frei reaction and had had 
a unilateral suppurative inguinal adenitis twelve years previously. A _ possibility 
existed that the infection was conveyed through a rectal tip which both the mother 
and the child used. Treatment consisted of ten intradermal injections of Frei 


antigen. ANDERSON, Los Angeles. 


CANCER OF THE PENIS: SuRGICAL TREATMENT. MereEpITH F. CAMPBELL, Am. 
J. Surg. 28:55 (April) 1935. 


This paper deals with the technic of surgical treatment of carcinoma of the 
penis. The treatment is determined by the size of the lesion, the depth of invasion 
and the extent of metastases. Superficial growths, less than 2 cm. in diameter, 
may be regularly cured by irradiation. Patients with hopelessly advanced cases 
should not be operated on. When there are apparently no metastases conservative 
amputation should be performed. When there appear to be metastases in the 
groin, in 50 per cent of the cases the suspected lymphadenopathy is purely inflam- 
matory. When metastases are proved to exist the regional lymphatics should be 
excised en masse. The experience at the Memorial Hospital for the Treatment 
of Cancer and Allied Diseases is that in cases of penile cancer preoperative and 
postoperative irradiation are without benefit. Rattner, Chicago. 
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InFLUENCE OF DruGs USED IN ANTISYPHILITIC THERAPY ON THE RETICULO- 
ENDOTHELIAL SysTEM. K. B. Murr and S. W. Becker, Arch. Path. 18:370 
(Sept.) 1934. 

Twenty rats were used in a study of the effect of antisyphilitic drugs on the 
reticulo-endothelial cells. In ten of the rats partial “blockage” of the cells was 
produced by subcutaneous injections of trypan blue. Five of the dyed and five 
of the undyed rats were kept as controls, while the others were treated with intra- 
venous injections of neoarsphenamine, thio-arsene (the disodium salt of bismuth 
[ p-sulphopheny] ] [p-acetamidophenyl] dio-arsenite), colloidal bismuth, mercurosal, 
tryparsamide and gold sodium thiosulphate and with intramuscular injections of 
sulpharsphenamine, bismuth arsphenamine sulphonate, potassium bismuth tartrate, 
mercuric chloride and sodium cacodylate. 

No significant morphologic change was seen in the macrophages after the injec- 
tion of these drugs, and no difference was observed between the “blocked” and 
“unblocked” animals. The reticulo-endothelial system undoubtedly participates in 
disposing of many drugs injected intravenously, but its actual function in chemo- 
therapy is not definitely known. 


INGUINAL LYMPHOGRANULOMA IN Its RELATION TO STRICTURE OF THE RECTUM. 
M. S. Wien, M. O. Pertstern and B. H. Nerman, Arch. Path. 19:331 
(March) 1935. 


The clinical histories, the results of postmortem examination and the histologic 
observations for three female Negro patients with inguinal lymphogranuloma are 
presented. The report illustrates the terminal stage of the genito-anorectal syn- 


drome of inguinal lymphogranuloma. Cano. Chicaco 
ARO, go. 


A CriticaL Review or 170 Cases oF URTICARIA AND ANGIONEUROTIC OEDEMA 
FOLLOWED FOR A PERIOD OF FROM Two TO TEN YEARS. ARTHUR I. FINK 
and Lestie N. Gay, Bull. Johns Hopkins Hosp. 55:280 (Oct.) 1934. 

Fink and Gay classified the manifestations of urticaria they observed as falling 
into the following definite groups: (1) urticaria associated with foci of infection; 
(2) urticaria due to sensitivity as demonstrated by the intradermal test with specific 
foods, sensitivity as demonstrated by ingestion of specific foods and drugs, sensitivity 
to externally applied physical agents (heat and cold, wool and silk) and sensitivity 
to skin parasites (scabies) ; (3) urticaria dependent on and produced by psychogenic 
disturbances; (4) urticaria due to disturbances of the endocrine glands, such as 
disturbances of ovarian or thyroid function, and (5) urticaria from undetermined 
cause, 

An allergic background, as revealed by the family history, was present in 28 
per cent of the cases, and about 15 per cent of the patients had a personal history 
of hay fever, asthma or some other allergic condition. About 27 per cent of the 
entire group gave no reaction to cutaneous tests. In 52 patients urticaria was asso- 
iated with infections, and of these, 74 per cent were permanently relieved by the 
removal of the focus of infection. The group with urticaria from psychogenic dis- 
turbances comprised 18 per cent of the total number, and 84 per cent of the patients 
in this group were females. The patients in the psychogenic group showed the most 
unsatisfactory results of treatment. The group with urticaria of endocrine origin 
comprised only 9 patients, all females, and in this group the urticaria was associated 
with the menses, pregnancy, the menopause or hypothyroidism. 


CALCIUM AND PHospuorus Stupies: XI. Errect or PROPHYLACTIC AND CURATIVE 
Doses oF STANDARDIZED VIOSTEROL ON HUMAN TISSUES: NECROPSY REPORT 
oF THIRTEEN CASES SHOWING No TissuE DAMAGE. Davin M. SHELLING and 
DezoraH A. Jackson, Bull. Johns Hopkins Hosp. 55:314 (Nov.) 1934. 


Shelling and Jackson review the literature on the toxicity of viosterol in man 
and animals and the necropsy observations on thirteen children who had been 
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receiving standardized viosterol in doses of from 5 to 50 drops over a period of 
from twenty-three days to thirteen and one-half months. The necropsies faileq 
to show any evidence of toxicity in the soft tissues or in the skeletons, 

These findings might be comforting to dermatologists who have been using 
large doses of viosterol in cases of pemphigus. ANDERSON, Los Angeles, 


THE CARE AND PREVENTION OF IMPETIGO NEONATORUM. LEIGHTON C. Conn and 
J. Ross Vant, Canad. M. A. J. 32:75 (Jan.) 1935. 


The routine treatment that has been used successfully by the authors is as 
follows: As soon as possible after delivery the baby is given a bath with soap 
and water, and is dried; then the entire surface of the skin is thoroughly anointed 
with a 2 per cent ointment of ammoniated mercury. Thereafter the baby is sponged 
daily with olive oil, and on the fifth and tenth days after birth the inunction with 
2 per cent ointment of ammoniated mercury is repeated. 


Nicket Dermatitis: A Report oF ELEVEN Cases. FRANK E. Cormta and Stoay 
G. Stewart, Canad. M. A. J. 32:270 (March) 1935. 


Eleven interesting cases of nickel dermatitis are reported, in six of which 
the history and cutaneous tests showed definite evidence of allergy. In five of the 
cases a history of allergy in the family was obtained. In each of these cases the 
reactions were more easily produced and were more intense than in the cases in 
which no allergy existed. Tests for passive transfer were negative in the four 
cases in which such tests were made. In three cases patch tests were positive 
only at sites of previous nickel dermatitis. In two cases sites of quiescent nickel 
dermatitis flared up coincidentally with outbreaks of other diseases, namely, of 
tineal dermatitis in one case, and of chronic allergic eczema in the other. Cormia 
and Stewart conclude that nickel dermatitis can be produced in some persons by 
prolonged contact with nickel; the reaction is influenced by temperature, humidity 
and concentration of nickel. The condition is typically an irritative dermatitis, 
There is another group of persons in whom nickel dermatitis develops when the 
contact is no greater than that which occurs in unaffected persons. In this group 
there is a high incidence of allergic phenomena. In some persons the hypersensi- 
tiveness to nickel is generalized; in others it is localized. Rattner, Chicago. 


EXPERIMENTS IN SILK HYPERSENSITIVITY AND THE INHALATION OF ALLERGEN IN 
Atopic DERMATITIS (NEURODERMATITIS DISSEMINATUS). M. B. SULZBERGER 
and W. T. Vaucuan, J. Allergy 5:554 (Sept.) 1934. 


A female patient had an atopic dermatitis which became worse after she wore 
silk clothing. A cutaneous test with a 1: 50,000 dilution of extract of silk allergen 
was strongly positive, while a contact test showed that there was no eczematous 
hypersensitivity to external contact with silk. 

Blood serum from this patient was injected intradermally into a nonatopic per- 
son. Forty-eight hours later the person tested sniffed a small amount of powdered 
silk allergen into each nostril. Eighteen minutes later the site into which the serum 
had been injected began to itch severely, and soon a large wheal surrounded by 
a large zone of vivid erythema appeared. The experiment was repeated: The 
serum was injected intradermally into the same person, and twenty-four hours later 
a contact patch test of silk allergen was applied to the site. No eczematous reac- 
tion was elicited. These experiments show that inhalants and the respiratory route 
of absorption play a rdle in the pathogenesis of atopic dermatitis. 

Caro, Chicago. 
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PrryROSPORUM OVALIS, AS A CAUSATIVE AGENT OF SEBORRHEIC DERMATITIS. 
Morris Moore and Roy L. Kure, Science 81:277 (March 15) 1935. 


Moore and Kile inoculated fresh slants of wort agar with scales from scalps 
of patients with seborrhea and obtained growths of Pityrosporum ovale, in eight 
out of ninety attempts. The organism was then successfully subcultured and used 
experimentally on animals and on human subjects. Rabbits, guinea-pigs, rats, white 
mice and hairless mice were inoculated intradermally, percutaneously and 
cutaneously. The rabbits and guinea-pigs gave positive reactions with percutaneous 
inoculation; in the other animals the reactions were negative. Human subjects 
were similarly inoculated, and, in addition, auto-inoculation with scales from the 
scalp were made on the chest and in the axillae. Percutaneous inoculation produced 
seborrheic dermatitis in 50 per cent of the patients; inoculation by the rubbing 
in of a lipid salve gave reactions in 85 per cent, and intradermal injections produced 
erythema in 75 per cent. Cutaneous tests were not convincing, and auto-inoculations 
were successful in 50 per cent of the attempts. Control tests were negative in 
90 per cent of the patients. The results indicate that under favorable circumstances 
Pityrosporum ovale may produce seborrheic dermatitis. Rattner, Chicago. 


DERMATITIS DuE To OrTHOFORM. C. R. REIN and M. H. Fetpman, Urol. & 
Cutan. Rev. 38:871 (Dec.) 1934. 


Orthoform is often used by dentists for application in “dry sockets” after the 
extraction of teeth. Application of orthoform gauze after the extraction of teeth 
in a female patient was soon followed by swelling of the tongue and marked edema 
of the entire oral mucosa. A generalized eruption of vesicular and urticarial 
lesions was present on the following day. Application of a patch test of a 1 per 
cent suspension of orthoform in distilled water produced a large bullous lesion and, 
in addition, caused a marked exacerbation of all the previous cutaneous lesions. 


A New TREATMENT For CHANCROID. L. H. Jacossen, Urol. & Cutan. Rev. 39:172 
(March) 1935. 


In the treatment of chancroid, as described by Jacobsen, the involved area is 
first anesthetized and thoroughly cleansed of all secretion and débris. Undiluted 
solution of formaldehyde U. S. P. (37 per cent) is then applied to every part of the 
lesion for from three to five minutes; the excess of fluid is wiped off, and a dress- 
ing with sterile ointment is applied. When applied thoroughly the solution of 
formaldehyde acts as a specific remedy and promotes rapid healing of the ulcer. 


Caro, Chicago. 


SARCOMA OF THE TONGUE. J. CossiE Ross, Brit. M. J. 1:55 (Jan. 12) 1935. 


Ross reports a case of round cell sarcoma of the tip of the tongue occurring 
in a man aged 44. It was treated by surgical removal followed by block dissection 
of the cervical glands and roentgen irradiation. Eighteen months after the opera- 
tion the patient was well and free from local and glandular recurrences. Sarcoma 
of the tongue is a rare disease and has several features by which it may be dis- 
tinguished clinically from nodular carcinoma, with which it is most likely to be 
confused. Sarcoma arises in the substance of the tongue and forms an intraglossal 
mass; it occurs rather earlier in life than carcinoma and usually it is not associated 
with pain. Sarcoma is nontender, firm and elastic, whereas carcinoma is hard 
and friable; carcinoma ulcerates readily, whereas ulceration in sarcoma occurs only 
opposite jagged teeth. The diagnosis, of course, rests on microscopic evidence, 
and the prognosis, in the opinion of the author, appears to be less gloomy than 
might be anticipated. 
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THE STREPTOCOCCAL DERMATOSES, WITH SPECIAL REFERENCE TO THOSE Ornep 
THAN ImpETIGO. JOHN KINNEAR, Brit. M. J. 1:291 (Feb. 16) 1935. 


Kinnear, following the teaching of Sabouraud, considers as streptococcic derma- 
toses the following conditions: impetigo, certain forms of intertrigo, especially 
that of the postauricular fold, pityriasis alba and a form of dermatitis occurring 
typically on the scalp but at times showing extension over the body with a 
predilection for the folds. He is convinced that every case of retro-auricular 
intertrigo can be regarded as of streptococcic origin. Impetigo is caused by a 
hemolytic streptococcus; the other dermatoses are due to an anhemolytic strep- 
tococcus. The latter diseases may have an acute onset but tend to run a chronic 
course and may persist for years. Clinically streptococcic intertrigo presents, 
when acute, a red weeping surface, usually showing development of fissures. As 
regression sets in the redness fades; the discharge becomes less, and dry scaling 
is left. Streptococcic dermatitis of the scalp likewise presents a red glazed appear- 
ance with abundant exudation of serum from its entire surface, which dries to 
form crusts. It differs clinically from eczema and from impetigo and has no con- 
nection with seborrhea. It spreads by contiguity, while impetigo spreads by fusion 
of separate lesions, and in the latter disease there is usually not such universal 
involvement but rather areas of sound skin between the impetiginous lesions. The 
most effective treatment has been that with iodine, 1 per cent solution, in carbon 
tetrachloride. The use of ointments and vaccines has proved disappointing. 


CHRONIC DISSEMINATED PULMONARY TUBERCULOSIS WITH ERYTHEMA Noposum. 
Smwney Deaner, Brit. M. J. 1:357 (Feb. 23) 1935. 


Deaner reports the case of a woman, aged 29, who for six months had been in 
contact with a tuberculous sister. A roentgenogram revealed acute disseminated 
pulmonary tuberculosis. Except for an occasional slight rise in temperature there 
were no symptoms other than the erythema nodosum. 


Scurvy DuriInGc TREATMENT For Gastric Utcer. B. Darwine, Brit. M. J. 1:359 
(Feb. 23) 1935. 


Darling reports the case of a woman, aged 58, who had been treated for gastric 
ulcer for sixteen years. For twelve years she had eaten very little fruit, and 
for at least two years she had not eaten grapes, oranges or lemons. There finally 
developed a severe scurvy, with oral lesions, changes in the bones of the hands 
and feet and hemorrhages into the skin and nails. An antiscorbutic diet effected a 
rapid recovery. 


MonliLetHRIx. J. Goopwin TomKINSON, Brit. M. J. 1:526 (March 16) 1935. 

Tomkinson reports a second group of cases of monilethrix occurring in one 
family. The mother appears to have been the first member of the family to be 
affected; a girl, aged 8 years, and two boys, aged 13 and 3 years, also had 
monilethrix. Three other girls and the father were unaffected. The affected 
children were the first, fourth and sixth of the siblings. Associated keratosis 
pilaris in the mother tended to disappear with advancing years, and in the case 
of the older boy the growth of hair was stimulated with the onset of puberty. 


RATTNER, Chicago. 


More Recent Views on Cuirmatic Buso AND Some ALLIED Conpitions. H. S. 
Stannus, J. Trop. Med. 37:355 (Dec. 1) 1934. 


A brief history is given of climatic bubo. Stannus groups with lymphogranuloma 
inguinale and other conditions, such as chronic elephantiasis and ulceration of the 
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vulva, esthiomene and inflammatory stricture of the rectum (together as the 


venito-anorectal syndrome). . 
The history of the disease has been given by Stannus and other authors from 
the earliest recognition of the condition as a clinical entity in 1805 up to the 


present time. ; 
The article discusses the pathogenesis and symptomatology of the disease, dwell- 
ing especially on cases in which involvement of the pelvic and pararectal glands 
produces the well known genito-anorectal syndrome. 
The writer hopes that others will be stimulated to fill in the gaps of the 


knowledge regarding this disease. Jamrrson, Detroit. 


Apen AND Its Leprosy Prosptem. E. S. Puipson, Leprosy Rev. 5:4 (Jan.) 1934. 


Aden, a forest of Arabia isolated from civilization, has shown a ravaging 
endemic spread of leprosy because of the fact that segregation and continuous 
treatment are difficult to maintain. In the treatment of the disease a sodium 
hydnocarpate preparation is the drug of choice; it is given preferably by the sub- 
cutaneous route in 3 per cent solution twice a week. Chaulmoogra oil is given to 
patients who are unable to tolerate the sodium hydnocarpate preparation and dur- 
ing the period of rest between treatments. Potassium iodide is used only for a 
test of cure. Trichloracetic acid is applied locally to the nodules and to the edges 
of the macules. Surgical measures are used to remove diseased bone produced by 
the trophic ulcer. Epinephrine and acetylsalicylic acid have given excellent results 
for the relief of nerve pain. 3aER, Pittsburgh. 


RELATIONSHIP BETWEEN VARICELLA AND HeErpPES ZOSTER. G. RENARD and P. 
Harpsron, Arch. d’opht. 51:151 (March) 1934. 


After presenting the arguments for and against the identity of varicella and 
herpes zoster, Renard and Halbron describe a personal observation which lends 
support to the hypothesis of a common origin. A boy, 6% years old, was admitted 
to the hospital because of a penetrating wound of the cornea. He was allowed 
to be up and about the ward as soon as he was well enough. The day after his 
entrance a man was admitted with typical herpes zoster ophthalmicus. Two days 
later this man presented an eruption of the skin which, it was thought, might be 
varicella or generalized herpes. The boy, eighteen days after his admission, pre- 
sented typical varicella. No history of varicella in the immediate family or among 
the neighbors was obtainable. The boy was the only patient of his age in the 
ward. These observations make it appear that the man with herpes zoster had a 
herpetic eruption or varicella fourteen days (the normal period of incubation) 
before varicella developed in the boy. 


Mariow, Syracuse, N. Y. [Arcu. Oputu.] 


LICHENOID ERUPTION IN AN ARSENIC-RESISTANT PATIENT TREATED WITH BIs- 
MUTH. BISMUTHORESISTANCE? J. LAcCASSAGNE, Bull. Soc. franc. de dermat. 
et syph. (Réunion dermat., Lyon) 41:364 (March) 1934. 


In a patient who had suffered cutaneous relapse after treatment with arsphena- 
mine, bismuth therapy with a water-soluble preparation, given biweekly, was 
instituted. The lesions began to clear up, but after the sixth injection a new 
eruption consisting of grouped lichenoid papules appeared at the sites previously 
affected, namely, the forearms, the neck, the chin and the forehead. The question 
arose whether these lesions represented lichen planus, “bismuthids,” or lichenoid 
syphilids. The opinion, as expressed in the discussion, favored the diagnosis of 
lichenoid syphilids. 
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ConyunctTivaAL Reactions Arter Eacu Injection oF BismMutH Hyproxipr, 
J. Nicoras, C. Pérouraup, P. CurLteret and P. Ducors, Bull. Soc. frang. 
de dermat. et syph. (Réunion dermat., Lyon) 41:372 (March) 1934. 


In a patient who had both chancre and gonorrhea treatment with bismuth 
hydroxide was instituted, and six times in succession each injection precipitated 
an acute conjunctivitis. The trouble began on the evening following the injection, 
reached its maximum the next morning and then rapidly subsided. The 
phenomenon was attributed to intolerance for bismuth, a manifestation not hitherto 
observed, and all the discussers agreed with that explanation. 


Lupus EryTHeMaATosus. THE Leukocyte REaAcTION TO GoLD SALts: Tue 
TupercuLous Mepium. J. Gourn, A. Brenvenue, P. Desauney and J. Eze, 
Bull. Soc. franc. de dermat. et syph. 41:454 (March) 1934. 


While leukocytosis (positive leukocyte reaction) in response to therapy with a 
gold preparation is not the sole condition of cure, it seems to be a necessary con- 
dition, for in twenty cases of lupus erythematosus it was found that a positive 
reaction accompanied the cures, and a negative reaction, the failures. These 
results suggest a possible connection between the leukocyte reaction and the gold 
preparation. While a positive reaction to preparations containing gold points to a 
tuberculous medium (which does not necessarily mean that lupus erythematosus 
is of tuberculous origin), a negative reaction does not exclude the possibility of 
such a medium; it is only a sign of resistance, which may be due to a coexisting 
syphilitic medium which dominates the field. 


Lupus ERYTHEMATOSUS. THE LEUKOCYTE REACTION TO ANTISYPHILITIC Drucs: 
Tue Sypuititic Mepium. J. Gourn, A. BIENVENUE, P. DESAUNEY and 
J. Eze, Bull. Soc. frang. de dermat. et syph. 41:462 (March) 1934. 


The twenty patients with lupus erythematosus tested gave positive leukocyte 
reactions to antisyphilitic drugs. These results are indicative of a syphilitic 
medium, though no one can say that syphilis produces lupus erythematosus. The 
antisyphilitic drug that caused a positive reaction in a certain patient also cleared up 
the lesions in that patient; this was not true of drugs causing negative reactions. 
It was found that a true cure was obtained by combined treatment with both a gold 
preparation and an antisyphilitic drug but not with either one alone. 


TREATMENT OF Lupus ERYTHEMATOSUS GUIDED BY THE LEUKOCYTE REACTION. 
Tue Mrixep Mepium: THE Tuirp ConpiTION OF ACTIVITY OF SPECIFIC 
Drucs. J. Gourn and A. BrenveNnve, Bull. Soc. frang. de dermat. et syph. 
41:470 (March) 1934. 

The method used by Gouin and Bienvenue in treating lupus erythematosus 

is as follows: If the leukocyte reaction to gold salts is positive, injections of a 

gold preparation are continued until cure is obtained. If the reaction is negative, 

gold salts are not used. After three weeks a test with a preparation of bismuth 
is made, and if the reaction is negative, neoarsphenamine or mercury is tried after 
another lapse of three weeks. The drug that produces leukocytosis is employed 
for treatment, and cure usually follows. Then the second medium is managed as 
follows: The patient who reacted to gold salts and was treated and cured with a 
medicament containing gold is tested with antisyphilitic drugs, and the first drug 
which produces leukocytosis is used in further treatment, which consists of injec- 
tions of both this drug and a gold preparation. The patient who originally 
reacted negatively to gold salts and was successfully treated with an antisyphilitic 
drug is tested anew for his reaction to gold salts. If the reaction has become 
positive (which happens after antisyphilitic treatment has removed the dominat- 
ing factor), combined treatment with a gold preparation and an antisyphilitic 
drug is given. If the reaction to gold salts has remained negative an additional 
course of antisyphilitic therapy is given, or the test is later repeated. If this pro- 
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dure produces a change in the reaction to gold salts, combined treatment is insti- 
tuted. The latter consists of from five to eight injections of each drug in moderate 
Aone the injections being administered concurrently every six or seven days. 
With this combined method no recurrences were seen, but when only one drug 
; used recurrences were frequent. 

Lupus erythematosus, whatever its nature, is a typical example of a disease 
of mixed mediums. The presence of two such mediums in a patient may change 
the leukocyte reaction to a drug affecting only one of them and destroy the thera- 
peutic efficacy of that drug. This creates the third condition for the therapeutic 


ne aS cae "4 aga tae xc ots 
effectiveness of specific drugs. Ganpy, Houston, Texas. 
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LEIoMYOSARCOMA Cutis ASSOCIATED WITH ACANTHOSIS NIGRICANS. JOSEF 

SCHLAMMADINGER, Dermat. Wchnschr. 99:1257 (Sept. 29) 1934. 

\ 69 year old man presented groups of nodules on the lower portion of the 
right leg and over the dorsum of the right foot. These had developed gradually 
in the course of one year. Palpable inguinal nodes were present. Over the dorsal 
surface of the toes and the portion of the foot unaffected by the nodular growths 
was a pigmented, warty hyperplasia of the skin. Examination of one of the nodules 
showed the histologic picture of leiomyosarcoma. Biopsy of the warty area showed 
the cardinal features of acanthosis nigricans, acanthosis, hyperplasia of the papillary 


laver, hyperpigmentation and hyperkeratosis. 


PARTIAL SEPARATION OF THE NAILS IN ERYTHROCYANOSIS OF THE HANDS. JOSEF 
SeLLEI, Dermat. Wchnschr. 99:1261 (Sept. 29) 1934. 
Sellei reports two cases of erythrocyanosis of the hands in which there occurred 
partial separation of the nails from the nail beds. There was no history of 
trauma to account for the condition. Application of iodine ointment was the most 
satisfactory therapy. 


TREATMENT OF THE SKIN BY MEANS oF RADIUM EMANATION. ERICH LANGER, 
Dermat. Wchnschr. 99:1264 (Sept. 29) 1934. 


An ointment which had been in contact with radium emanation was used in 
the treatment of a number of cutaneous conditions. No unpleasant after-effects 
vere observed. The most satisfactory results were obtained in pruritic conditions. 


KELOID OF THE TIP OF THE TONGUE IN A TRUMPET-PLAYER. WERNER SCHMIDT, 
Dermat. Wchnschr. 99:1341 (Oct. 13) 1934. 


\ hard nodular lesion developed on the tip of the tongue of a trumpet-player. 
Histologic examination showed the structure to be that of a keloid. 


RELATIONSHIP BETWEEN ‘TRICHOPHYTOSIS AND EpmpERMOPHYTOSIS. URSULA 

ScHoiz, Dermat. Wehnschr 99:1342 (Oct. 13) 1934. 

Scholz showed that in guinea-pigs an infection with either Epidermophyton of 
Kaufmann-Wolf or Trichophyton gypseum caused an immunity to the specific 
organism. Immunity to the one organism did not imply immunity to the other. 
Furthermore, reactions to trichophytin and to epidermophytin were positive only in 
nimals which had been infected with the respective organism. 


INTRACUTANEOUS REACTION WITH STAPHYLOTOXIN IN STAPHYLODERMA. E. M. 
Lévine, J. M. Ltvine, M. M. Lévine and M. S. Rastnowitscu, Dermat. 
Ztschr. 70:82 (Oct.) 1934. 


Staphylococcus filtrate was made by filtering through a Chamberland candle 
an eight day culture grown on Martin’s bouillon at 37 C. Intradermal injections 
of this filtrate caused positive reactions in normal persons, but the intensity of the 
reactions varied considerably In 28 per cent of the patients with pyoderma the 
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reaction was negative. The patients with negative reactions responded more 
promptly to therapeutic measures than did those with positive reactions. 


Taussic, San Francisco, 


IMMUNITY TO HerPES IN MAN. H. Hrvuszex, Ztschr. f. Immunitatsforsch, y, 
exper. Therap. 82:311 and 326, 1934. 


There is no natural immunity against herpes, but only varying degrees of 
resistance. Natural or artificial infection produces only an immunity which js 
sharply limited to the site of the original lesion, and even at that site infection 
with a more virulent virus can produce a new lesion, which may be somewhat 
modified. Intra-epidermal and intracutaneous inoculation also produce local 
immunity. That the local resistance is not due to nonspecific inflammatory changes 
in the skin was shown by producing typical herpetic lesions on scars following 
burns, pyoderma and vaccination. The latter fact speaks against the conception of 
some authors of a relation between the virus of herpes and that of vaccinia. 


DavipsouHn, Chicago. [Arcu. Patu.] 


MACULAR HYPERPIGMENTATION FOLLOWING PityriAsis RoseA. Marie RunrtovA, 

Ceska dermat. 15:193, 1934. 

Runtova reports three cases of macular hyperpigmentation that followed involu- 
tion of lesions of pityriasis rosea. Sach’s tar formula was used in treatment. 
Two of the patients had a dark complexion, dark hair and dark eyes. The third, 
who had a few psoriatic lesions on the knees and elbows, had dark hair, blue eyes 
and many freckles. The author explains the hyperpigmentation by a biologic 
hyperactivity of pigment-producing cells. SpINKA, Texarkana, Texas. 


CuTANEOUS TUBERCULIN Reaction. M. SwIATKIEwIcz, Przegl. dermat. 29:28) 
(June) 1934. 


Swiatkiewicz in investigating the value of the cutaneous tuberculin test 
described by Nathan and Kallés employed a 10 per cent aqueous tuberculin solution 
in the form of a patch test. In a group of sixty cases of cutaneous tuberculosis, 
including three cases of lupus erythematosus, two of lupus pernio and one of the 
Darier-Roussy type of sarcoid, a positive reaction was obtained in forty instances. 
In only six of one hundred and thirty-six control cases was there a positive reaction; 
in four of these old foci of pulmonary tuberculosis were found. On the basis of 
his observations Swiatkiewicz confirms the findings of Nathan and Kallds that this 
test is specific in cases of tuberculosis of the skin. Boom, New York. 


STUDIES ON THE ProvocaTIvE Test IN Sypuitis: IV. THe RELATIONSHIP 
BETWEEN THE PROVOCATIVE TEST AND THE SPIROCHETE CONTENT. K. OHASI, 
Jap. J. Dermat. & Urol. 37:1 (Jan.) 1935. 


The lymph glands and other tissues of the rabbits which had previously been 
used by Ohasi for experiments on the provocative test were transplanted beneath 
the tunica albuginea of the testicles of healthy rabbits in an effort to determine 
what relationship may exist between this provocative test and the actual presence 
of spirochetes (Spirocheta pallida) in the different organs. The tissues trans- 
planted were from the various lymphatic glands, testicles, spleen, brain, pancreas, 
kidneys, lungs and muscles. 

The results of inoculation of tissue were frequently negative, while provocative 
tests were positive in the same rabbits and vice versa, and 66 per cent of the 
rabbits with this latent stage of syphilis gave positive results on inoculation while 
only 33 per cent gave positive results with the provocative test. From this 
paradoxical relationship the author concludes that the relationship between the 
provocative test and the spirochete content cannot be very intimate, either as 
regards the syphilitic rabbits as a whole or as regards the condition of their 
individual organs. 
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r<ICAL STUDIES ON WATER METABOLISM IN CASES OF ECZEMA AND DeERMA- 
itis. I. TAKADA, Jap. J. Dermat. & Urol. 37:38 (Jan.) 1935. 

The clinical findings and classification adopted correspond with those of Perutz 
and Klein (Arch. f. Dermat. u. Syph. 65:525, 1932). In cases of clinical eczema 
or dermatitis positive findings consist in disturbances in water metabolism of one 
of the types described by the aforementioned authors; these disturbances become 
more marked with aggravation of the cutaneous condition and less marked with 
improvement or cure. BRENNAN, Chicago. 


CoNGENITAL (HEREDITARY) DySpPLASIA OF THE EctoperM. G. A. RADEMAKER, 
Acta padiat. 15:57 (Nov. 6) 1933. 

Rademaker reports the case of a white boy who was brought to him at the 
age of 2 years because eruption of the teeth had not yet begun. The health of 
arents, one elder brother and three sisters was good; the father and two 
sisters had bad teeth. The patient presented the following relevant clinical 
features: The facial portion of the skull was relatively small as compared with the 
large, square forehead and the curiously sunken bridge of the nose. The hair was 
scant, dry and stiff; the eyebrows and lashes were almost absent. The mammary 
glands were small. Histologic examination of the skin demonstrated that the 
sweat glands were anatomically intact. However, the child failed to manifest the 
slightest evidence of perspiration, either when the body temperature was elevated 
artificially to 38.2 C. (100.7 F.) or when 1 mg. of pilocarpine hydrochloride was 
injected subcutaneously. Roentgenograms of the jaws showed hypoplasia of both 
the maxilla and the mandible and almost complete absence of the buds of the 
deciduous teeth. The serum calcium was 10.6 mg. per hundred cubic centimeters, 
and the serum inorganic phosphorus was 4.1 mg. Serologic examinations for 
syphilis gave negative results. Detailed examination of the eyes revealed no 
abnormalities. The nails are not described. The family history showed no evidence 
of a similar disease in the patient’s forbears. Consanguinity between the parents 
did not exist. 

Congenital (hereditary) abnormalities in the development of the ectoderm have 
been recognized with increasing frequency since attention was first drawn to their 
occurrence by German and American authors. They have been described under 
the following synonymous designations: anodontia congenita (dental literature), 
atrophia cutis ideopathica, anhidrosis hypotrichotica (dermatologic literature), 
ektodermale Hemmungsbildungen spesiell des Hautdriisensystems (Loewy and 
Wechselmann) and hereditary ectodermal dysplasia (Weech, Smith). 

\nodontia and hypotrichosis are features common to most patients with this 
disease. Two clinical groups have been devised on the basis of the presence or 
absence of disturbance in the function of the sweat glands. Members of the 
anhidrotic group are unable to perspire; hyperpyrexia is of frequent occurrence 
because of this disability. (Rademaker does not discuss the frequent alterations in 
the development of the nails.) 

Weech (in this article erroneously spelled “Welch”) collected eleven instances 
of ectodermal dysplasia in 1929, and in the same year Smith enlarged the series 
to sixteen. Including the author’s case, the number is now twenty-four. 

The disease is congenital and frequently hereditary. Genetic mutation must 
be postulated to explain the isolated cases; when the disease is hereditary it is 
passed on to the males by the unaffected females in whose family it is found. 
Hence the ratio of affected males to affected females is 5:1. From ontogenetic 
data it is evident that the disease begins by at least the second month of fetal 
life. No convincing evidence of endocrinopathy has been brought forward. 
Syphilis plays no causal part. 

In differential diagnosis one must exclude congenital syphilis and cleidocranial 


dysostosis. McCune, New York. [Am. J. Dis. Curp.] 


the | 
or 
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CLEVELAND DERMATOLOGICAL SOCIETY 
J. R. Driver, M.D., Reporter 
Regular Meetings, Oct. 25 and Dec. 20, 1934 
R. E. Barney, M.D., Presiding 


KERATOSIS PALMARIS ET PLANTARIS. Presented by Dr. H. G. Misxkjian for 
Dr. J. L. SCHONBERG. 

E. N., a woman aged 19, has had the present condition since she was 8 years 
old. The disease has become progressively worse for several years but has remained 
practically unchanged for the past five years. A paternal aunt is said to have 
had a similar condition of the palms and soles. 

The disease is limited to the palms, soles and nails. On the palms there js 
moderate erythema, with extreme dryness, marked thickening and hyperkeratosis 
and some tendency to fissure. The soles present the same picture but in a more 
severe form. The nails of the hands and feet are involved, showing considerable 
deformity and thickening. 

DISCUSSION 

Dr. J. E. RauscHKots: About two years ago this patient came to the out- 
patient department of the Cleveland City Hospital, where she was under observa- 
tion for several months. There was some question at the time as to whether she 
might have psoriasis rather than congenital keratosis. Roentgen treatment was 
tried with practically no improvement. Some temporary improvement followed 
the application of 40 per cent salicylic acid in plaster form. It was concluded 
that the patient had familial hyperkeratosis. Studies on metabolism and analyses 
of the blood, including a Wassermann test, were made, but all gave negative results. 

Dr. H. N. Core: This patient has a variant of the ordinary type of hyper- 
keratosis of the palms and soles, shown by striated hypertrophic keratoses radiating 
from the palms distally along the palmar aspect of each finger. Siemens (Siemens, 
H. W.: Keratosis palmoplantaris striata, Arch. f. Dermat. u. Syph. 157:392, 1928) 
has called attention to this type of the disease. Dr. Driver and I have observed 
one case of this particular type. 

Dr. H. G. Misxjtan: The case is interesting because of the involvement of 
the nails. There is also some scaliness over the knees. 


Five Cases oF SYPHILIS OF THE CENTRAL Nervous SysteM. Presented by Dr. 
W. H. Connor. 

These patients, of whom four present signs of tabes dorsalis and one shows 
evidence of meningovascular involvement, have had little or no previous therapy 
and are presented to illustrate the complications in late stages of the disease that 
may result from lack of treatment. 

DISCUSSION 

Dr. H. N. Core: It was suggested to Dr. Connor that it might be of interest 
to present these patients in order to illustrate some points regarding complications 
in the late stages of syphilis. One of the most interesting facts in regard to these 
patients is the almost complete absence of earlier treatment. Studies on cardio- 
vascular syphilis now in progress at the cooperative clinical group have brought 
out the striking fact that in cases of aortic insufficiency and aneurysm a large 
proportion of the patients had previously received little or no treatment for their 
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syphilis. The necessity for early treatment of the disease is forcibly emphasized 
by these studies. Routine periodic examinations would doubtless have resulted in 
a diagnosis in many of these cases and prevented the subsequent complications. 
It has been found that in a large number of patients with involvement of the 
central nervous system there is also cardiovascular involvement, and conversely 
the cooperative clinical group, in studies about to be published, found that in 
58 per cent of the cases of cardiovascular involvement in which the spinal fluid 
was examined the test disclosed evidence of pathologic changes. It does not 
suffice to examine the patient from the standpoint of involvement of the central 
nervous system and not look thoroughly for cardiovascular disease, and vice versa. 
The two conditions are likely to be associated. 

Dr. E. W. NetHertonN: About a year ago I reviewed 500 cases of late stages 
of syphilis with a similar idea in mind. I found that a surprisingly large percentage 
of the patients had never had any treatment and that many more had received 
inadequate treatment. When I first examined many of these patients they said 
that they had had gonorrhea but had not had syphilis. I too was impressed with 
the large incidence of cardiovascular involvement in neurosyphilis. I believe it 
was approximately 25 per cent. 

Dr. J. Eocar Fisuer: Several years ago a study of approximately 400 cases 
of syphilis of the central nervous system was made at the Mount Sinai Hospital, 
and it was found that in approximately 25 per cent the Wassermann test of the 
blood was negative, while, of course, the examinations of the spinal fluid gave 
positive results. 


PsortAsis; DERMATITIS EXFOLIATIVA; ARSENICAL KeRATOSES. Presented by Dr. 
W. H. Connor. 


J. J., a man aged 57, from the service of Dr. Cole and Dr. Driver at the 
Cleveland City Hospital, has had psoriasis for over twenty-five years. During the 


past twelve years the disease has become generalized. The patient states, however, 
that he had no therapy before the generalized involvement occurred. About nine 
years ago the patient received a solution of potassium arsenite over a period of 
four months. The skin of the entire body shows a dusky red, thickened, lichenified, 
scaly condition. The palms and soles present many keratoses varying from the size 
of a match head to that of a split pea. The involvement of the scalp is especially 
characteristic of psoriasis. The Wassermann test of the blood was negative. The 
blood counts were essentially normal. A biopsy specimen taken from the skin 
on the abdomen was reported as showing only chronic inflammation. A specimen 
from one of the keratotic lesions on the palm showed marked hyperkeratosis and 
chronic inflammation. The disease has been resistant to various types of topical 
applications used in the treatment of psoriasis and also to prolonged use of ultra- 
violet irradiation. 
DISCUSSION 

Dr. J. R. Driver: I believe that there is no question about the presence of 
arsenical keratoses in this case. It is interesting, however, that these lesions should 
have developed after the patient received what seems to have been a comparatively 
small amount of arsenic. About the ankles there are some granulomatous-looking 
nodules which are probably keratoses but which appear suggestive of malignant 
degeneration. I suggest that a specimen for biopsy be taken from one of these 
lesions. 


Dr. H. N. Core: It is well recognized that malignant degeneration may 
develop in cases of chronic psoriasis, and I believe that this is sometimes true in 
instances in which arsenic has not been used. Dr. Driver and I have recently seen 
a case of this type in which some areas of malignant degeneration developed over 
the buttocks, as was proved by biopsy. In these cases the lesions are nearly 
always of the squamous cell type. 
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Two Cases oF CHANCROIDS WITH BusBo AND A Positive INTRACUTANEOUS Tes] 

Presented by Dr. E. A. Levin. 

Case 1.—R. J., a Negro aged 17, from the service of Dr. Cole and Dr. Driver 
at the Cleveland City Hospital, acquired a penile lesion two weeks before admission 
to the hospital; this was followed ten days later by tenderness and adenitis in the 
left groin. Examination of smears from the lesion on the penis revealed Ducrey’s 
bacillus. An intracutaneous test with an antigen prepared from chancroidal pus 
in the same manner that Frei antigen is prepared was negative on November 14 
and on December 5 but strongly positive December 17. 

Case 2.—C. H., a Negro aged 19, from the service of Dr. Cole and Dr. Driver 
at the Cleveland City Hospital, presents a dime-sized excavated, painful ulcer on 
the shaft of the penis, associated with bilateral, tender, fluctuating buboes in the 
groins. Smears from the lesion showed Ducrey’s bacillus. On November 10 an 
intracutaneous test with chancroidal antigen was negative; On November 15 the 
reaction was 1 plus; on November 21 it was 2 plus, and on December 5 and 9 it 
was 3 plus and 4 plus, respectively. The buboes had been treated by aspiration 
and injection of a solution (guaracol, 10 Gm.; eucalyptol, 10 Gm.; balsam of Peru, 
10 Gm.; iodoform, 10 Gm.; alcohol, 100 Gm., and ether to make 1 liter). 


DISCUSSION 

Dr. E. A. Levin: The use of an antigen prepared from chancroidal pus in 
the same manner that Frei antigen is made was suggested by Dr. Cole, and my 
co-workers and I have recently started this work. We have forty control patients, 
in all of whom the test has given negative results, and in no instance thus far has 
a pseudopositive reaction been obtained. 

Dr. H. N. Cote: Because the federal laws prevent the importation of dmelcos 
of Nicolle (a stabilized streptococcus vaccine) vaccine into this country and as 
attempts to grow the Ducrey bacillus in order to make this vaccine have been 
unsuccessful, my co-workers and I thought it would be worth while to test the 
diagnostic value of an antigen made in the same manner as the Frei antigen. We 
feel very much encouraged by the results of our studies thus far. 

Dr. M. J. Gipans, Akron, Ohio: I should like to know whether the antigen 
that is used is taken from the bubo of the patient that is to be tested? 

Dr. E. A. Levin: No. The antigen must be made from the pus of known 
chancroidal buboes of another patient. 


Lupus ErytHEeMATOSUS; LICHEN ScROFULOSORUM. Presented by Dr. W. H. 
CoNNOR. 

J. W., a Negro aged 18, from the service of Dr. Cole and Dr. Driver at the 
Cleveland City Hospital, states that he has had lesions on the face and scalp since 
the age of 3 years. Since 1927 he has been treated with injections of gold and 
sodium thiosulphate at the Charity Hospital, where a diagnosis of lupus erythema- 
tosus was made, and marked improvement has resulted. Approximately two years 
ago he had pneumonia and pleurisy and was under the care of the City Tubercu- 
losis Bureau. About five weeks ago he had an acute exacerbation of the lupus 
erythematosus, associated with a generalized eruption on the body. There are 
scarred areas on the face, in front of the ears and on the scalp. The borders of 
these lesions show prominent pilosebaceous openings. Generalized over the body 
and particularly over the trunk, arms and thighs is an extensive granulomatous 
follicular scaly eruption. In some areas there is evidence of secondary infection, 
with crusts and exudation. Roentgenograms of the chest were said to show 
essentially normal conditions. The Wassermann test of the blood was negative. 
The tuberculin test with a dilution of 1: 1,000,000 was negative. The patient has 
received intramuscular injections of foreign protein, and antiseptic dressings have 
been applied to the infected areas. Considerable improvement has been noted. 
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DISCUSSION 
Dr. C. L. CumMeErR: This patient’s case constituted case A of a report on lupus 


erythematosus in childhood which I made (Cummer, Clyde L.: Lupus Erythemato- 
s in Infancy and Childhood, Arcn. Dermat & Sypu. 24:999 [Dec.] 1931). I 


recall that at various times impetiginous lesions similar to some of those that are 
present today developed. I believe that the extensive eruption is not lichen scrofu- 
losorum. On previous occasions I have thought that certain lesions that have 
developed on the body were a disseminating form of this disease. 


Dr. C. G. La Rocco: I saw this patient at the Charity Hospital some time ago, 
nd at that time there were secondary pyogenic lesions which were superimposed 

old areas of lupus erythematosus. 

Dr. J. L. ScnonperG: I wish to ask if it is the opinion of the presenter that 
lupus erythematosus could have resulted in the marked atrophy present on the 
scalp ? 

Dr. H. N. Core: It is possible to get scarring and atrophy in cases of lupus 
erythematosus, not only on the scalp but also on the face. When this patient was 
first seen my co-workers and I were of the impression that the lesions on the 
hody were due to an infectious eczematoid dermatitis, and there was a history of 
some home remedy having been applied, after which the eruption began to develop. 
However, the sharply defined localized papules of follicular character closely 
resembled lichen scrofulosorum. A specimen for biopsy has been taken, but it was 
reported to be unsatisfactory, and it is planned to take more sections later. 


\ Case For D1aGNosts. Presented by Dr. BENJAMIN LEVINE. 

In H. C., a boy aged 15, there developed about twelve years ago some lesions 

the right ankle which have progressively spread; some lesions have also 
appeared on the posterior portion of the leg and have extended to the region of 
the gluteal fold. Various applications have been used from time to time. Shortly 
before I first saw the patient a paste with a high salicylic acid content had been 
used. 

There are several verruca-like lesions on the dorsum of the right foot and in 
the region of the base of the third toe. Similar lesions are present in the region 
of the popliteal space and under the right gluteal fold. 

A biopsy specimen from the skin of the leg examined by Dr. B. S. Kline, 
pathologist at the Mount Sinai Hospital, was reported on as follows: “The 
section shows abundant necrotic epithelium and keratohyaline material overlying the 
epidermis. In one place the epidermis is thin; the other cells show degenerative 
and necrotic changes. This involves the epidermis for a distance of about 5 mm. 
In this area there are prominent epithelial elongations into the dermis, with some 
nests not sharply contained within basement membrane. In places there are 
mitotic figures in the epithelial cells near the dermis. The dermis in the region 
of the proliferating epithelium shows moderate scarring and considerable round 
cell infiltration. The skin at the margins of the section shows long epithelial pro- 
longations contained within basement membrane. The final diagnosis is chronic 
cellulitis of the skin with proliferation of the regional epidermis; possible begin- 
ning malignant change (?), and an area of almost completely healed ulcer (?) 
with abundant necrotic epithelium and keratohyaline material overlying it.” 


DISCUSSION 
Dr. H. J. ParKuurst, Toledo, Ohio: In spite of the long duration of the 
disease I was rather impressed, both from the clinical aspect and from the histologic 
specimen, with the possibility of linear lichen planus. I believe that it is possible 
for this type of lichen planus to last a long time. 
Dr. E. Griiesprez, Canton, Ohio: In my opinion the long duration of the dis- 
ease rules out the diagnosis of lichen planus. 
Dr. J. R. Driver: The distribution of the eruption and the character of many 
of the lesions make the diagnosis of naevus unius lateris quite probable. The 
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fact that the section shows some evidence of malignant degeneration might be 
explained on the basis of irritation resulting from many types of treatment of an 
irritating character that have been received in the past. 


Prurico Noputaris. Presented by Dr. L. J. Carson. 

S. E., a woman aged 76, says that her present trouble started twenty-five years 
ago. The itching has been extreme, and remedies have been of no avail. 

On the anterior surface of the legs are numerous brownish papules and nodular. 
verruca-like lesions, showing a tendency to coalesce and form plaques in some 
areas. 

Roentgen irradiation and various local applications have caused no improvement 


DISCUSSION 

Dr. H. J. Parkuurst, Toledo, Ohio: The lesions, showing as they do a 
tendency to lichenization and coalescence, do not fit in with my conception of 
prurigo nodularis. I should think that the process could be the result of chronic 
excoriations. 

Dr. E. W. NetHerton: I likewise do not favor a diagnosis of prurigo 
nodularis. In my experience the lesions of that disorder never become con- 
fluent, and the itching is perhaps more intense than that which is present in this 
case. 


Dr. H. N. Core: There are lesions similar to those seen on the legs more 
or less sparsely distributed generally over the body. In prurigo nodularis one 
finds areas of normal skin between the individual lesions, and confluence, such 
as is seen in this case, is not present. One notes here the presence of some 
varicose veins, and the entire picture could be explained on the basis of licheniza- 
tion resulting from chronic verrucous eczema. The histologic picture in this case 
is not in the least characteristic of lichen planus; that condition would perhaps have 


to be considered in the differential diagnosis. 


SYNOVIAL LESIONS OF THE SKIN. Presented by Dr. W. H. Connor. 


C. C., a woman aged 47, from the service of Dr. Cole and Dr. Driver at the 
Cleveland City Hospital, has been under treatment in the medical division of the 
outpatient department of that hospital for arthritis of the back and hypertension. 
About four years ago several nodular lesions developed on the fingers. These 
have increased slightly in size and constitute the larger lesions. About two years 
ago more similar but smaller lesions appeared. There is moderate tenderness on 
palpation. None of the lesions have disappeared. 

Over the distal phalanges of the index, ring finger and middle finger of the 
right hand and over that of the ring finger of the left hand are small, rounded, 
yellowish, translucent, fluctuant prominences, varying in size from 1 to 4 mm. in 
diameter. The lesions are located in the skin and are slightly movable. There 
is an associated atrophic arthritis of the fingers, elbows and back. 

Roentgenograms of the fingers indicated no relation of the cutaneous lesions 
to the bone. 

DISCUSSION 


Dr. H. J. Parkuurst, Toledo, Ohio: The synovial lesions of the skin that 
I have seen have been single, not multiple, and showed no inflammatory appearance 
such as is present in this case. One or two of these nodules appear as though they 
might be synovial, but others do not. The case resembles cases described as 
instances of cutaneous rheumatic nodules and reported by Rosenberg (Rosenberg, 
W. A.: Cutaneous Rheumatic Nodules, ArcH. Dermat & Sypu. 30: 377 [Sept.] 
1934). The associated arthritis points to this interpretation. 


Dr. H. N. Core: Some lesions appear cystic, and this does not fit in with the 
diagnosis of cutaneous rheumatic nodules. A biopsy should be performed. 
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NEW YORK ACADEMY OF MEDICINE, SECTION OF 
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Jan. 2, 1935 


R. H. Ruuison, M.D., Chairman 


RECURRENT LYMPHANGITIS OF THE Upper Lip. Presented by Dr. EuGene F. 


TRAUB. 

A. H., an insurance agent aged 39, born in the United States, is presented 
from the skin and cancer unit of the New York Post-Graduate Medical School 
and Hospital. This patient was first seen at the Vanderbilt Clinic in August 1933. 
The report from that institution is as follows: 

“The patient received four treatments with filtered roentgen rays to the nose 
and cheek. He gave a‘slightly positive reaction to a staphylococcus toxin in a 
1:10 dilution. He had a marked reaction to a streptococcus toxin and a Bacillus 
coli toxin in a dilution of 1:1,000. A culture taken from the lesion showed a 
srowth of hemolytic staphylococci. The patient received thirteen treatments for 
desensitization without improvement. A number of dental infections were taken 
care of.” 

He was first seen by me on Dec. 7, 1934, at which time the left nostril, upper 
lip and left cheek showed redness, swelling and infection. He states that for 
several years he has had an almost constant swelling and redness of these areas; 
these symptoms, however, subside somewhat at times and then again suddenly 
flare up with a fresh attack. He has received three intramuscular injections of 
manganese butyrate in the past two weeks, and the skin has returned to an almost 
normal appearance. A flare-up which occurred two days ago was much less 
severe and less painful than any of the preceding attacks and has quieted down 
much more promptly than has been customary. The patient is presented for 
therapeutic suggestions. 

DISCUSSION 

Dr. J. G. Hopkins: I think this patient was under Dr. Kesten’s care at the 
Vanderbilt Clinic. He was one of a series of patients with chronic iymphangitis 
of the face whom she observed. These patients are generally hypersensitive to 
either staphylococcus or streptococcus toxin. I think that the statement in the 
letter from the Vanderbilt Clinic in regard to the Bacillus coli toxin was an error. 
The impression has been that most of these cases of recurrent lymphangitis of the 
nose, extending on to the cheek, are due to sensitization to bacteria growing in 
the nose. Dr. Kesten has had rather striking success with desensitization in some 
cases, but the treatment is one that must be prolonged. It is not known just why. 
The patients are fairly well as long as they keep up the treatments, and a number 
of them suffer a relapse as soon as the treatments are discontinued. I do not know 
about the treatment with manganese butyrate. Apparently Dr. Traub has had 
as great success with it in this case as my co-workers and I had with antitoxin. 

Dr. HERMAN SHARLIT: I presume that these patients have a reaction to the 
toxins which are being formed more or less continuously because of the presence 
of some focus in which organisms are growing. If that assumption is correct 
it would be a good idea, in my opinion, to treat these patients in the way in which 
patients with pelvic infections are being treated now, that is, with deep heat, or 
diathermy. 

Dr. Louis Tutrpan: Is this condition due to sensitization to bacteria or to 
lymphangitis followed by a lymph stasis? In patients with this disease an edema 
called a solid edema or lymphedema develops later. I do not think that this con- 
dition is due to sensitization to bacteria, but because of the fact that these lesions 
occur on the feet also I believe that they are caused by a lymphangitis terminating 
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in a lymph stasis. Patients with tinea and cracked toe webs acquire a super- 
imposed bacterial infection which causes a lymphangitis, terminating in lymphedema, 
as in the patient presented by Dr. Traub. 

Dr. CHARLES LERNER: I suggest that treatment with erysipelas antitoxin in 
smaller doses than are commonly used in cases of true erysipelas be tried. It 
would be interesting to see what effect one would obtain. I should think that the 
effect would be beneficial in a case like this one. I do not think that any harm 
could result. 

Dr. E. WitttAM AprAMOwITz: Many years ago I had an opportunity to treat 
a policeman who had what was called in those days elephantiasis nostras of the 
upper lip. This had developed after several attacks of erysipelas. The enlarge- 
ment of the affected parts that follows these attacks of erysipelas is now called 
solid edema. A biopsy on material from the lip of the patient showed a number 
of streptococci around the lymphatic spaces. As this is the history in many other 
cases it is probable that the condition is due to streptococci that keep up a source 
of continuous irritation, ultimately resulting in a blocking of the lymphatic drainage. 
The method which my co-workers and I used consisted in first searching for a 
neighboring focus of infection and instituting treatment if a focus was found, and 
also using streptococcus vaccine together with local applications of fractional doses 
of roentgen therapy. Treatment must be prolonged. In the few cases in which 
we have used this method of treatment over prolonged periods we have obtained 
considerable improvement but not a complete restoration to normal. 

Dr. Paut Gross: I saw this patient the first time he came to the Vanderbilt 
Clinic, and I noticed one difference tonight. When I first saw him at the Medical 
Center he had a deep fissure on the anterior edge of the right nostril which was 
resistant to treatment. At present he does not show this fissure. I always believed 
that the fissure was a portal of entrance for bacteria. 

Dr. EuGeENeE F. Traus: What Dr. Gross says fits in exactly with my opinion 
that the infection entered through the nares. When I first saw the patient there 
was a fairly deep fissure in the left naris close to the nasolabial angle and some 
surrounding follicular involvement. My co-workers and I hoped that we could 
obtain some pus to mix with chiniofon according to the method of Dr. Isaac J. 
Arnsson of Buffalo. His procedure consists of taking pus, adding the chiniofon 
powder and mixing it with the pus in a mortar with distilled water. Later the 
mixture is injected intravenously in increasing doses. Unfortunately when the 
crusts were removed from the nares no free pus was found. As we were at a 
loss to know exactly what to do until we were able to obtain more information 
about the patient, we gave him three injections of manganese butyrate, and appar- 
ently this was followed by an almost remarkable improvement in the condition. In 
fact, until a slight flare-up occurred a day or two ago, the affected areas had 
nearly returned to normal. However, as I stated before, this may have been 
merely a striking coincidence. 


LicHEN PLaNus FoLLowING ARSPHENAMINE THERAPY. Presented by Dr. PAuL 


Gross. 

C. L., a man aged 30, born in Puerto Rico, is presented from the department 
of dermatology of the Hospital for Joint Diseases because of an eruption on the 
mucous membranes of the mouth and on the right leg of three weeks’ duration. 

The patient had a positive Wassermann reaction and received 6.6 Gm. of 
neoarsphenamine and thirteen injections of bismuth salicylate. The last injection 
of neoarsphenamine was administered on Dec. 10, 1934. For the past three weeks 
the patient has had an itchy eruption on the right leg. 

On the mucous membranes of both cheeks are whitish patches and a network 
of whitish, slightly raised lesions. On the outer surface of the right leg there is 
an area of pigmentation the size of a small palm with two circumscribed, bluish- 
red, slightly elevated lesions which have a somewhat rough, hyperkeratotic surface. 
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DISCUSSION 


Dr. HERMAN GoopMAN: Would it be advisable to treat this lichen planus 
with the combination of arsenic and mercury in mercuric salicylarsenate? 


Dr. Paut Gross: I am not partial to the use of mercuric salicylarsenate in 
any case of lichen planus. 

Dr. ApotpH RosTENBERG: I believe that this patient’s eruption is a direct effect 
of arsphenamine because I have observed in two such cases that after a course of 
injections of arsphenamine lesions of lichen planus developed about the wrist and 
lower portion of the arms; these lesions cleared up but promptly recurred when 
the injections of arsphenamine were resumed. 

Dr. E. Witt1aM AsRAMOWITZ: There is no doubt about the lichen planus-like 
appearance of the lesions in the mouth and on the legs. In view of the fact that 
these are the only two lesions discernible, it would be interesting to observe this 
patient further to see if this eruption does not flare up after a subsequent injection 
of arsphenamine. In that case the condition would be an unusual (lichen planus- 
like) type of fixed eruption. 

Dr. J. G. Hopkins: I think the point to consider is whether this is a localized 
hypertrophic type of lichen planus. So far as I know, all the cases of lichen planus 
due to arsphenamine have been characterized by diffuse, scattered forms of the 
small type of lichen planus. I have never seen anything like this type following 
administration of arsphenamine. 

Dr. Paut Gross: Dr. Hopkins just stated the main reason for which I present 
this patient. I do not want to involve myself in the discussion of lichen planus 
caused by arsenic, since the literature in the last decade is sufficient to throw light 
on this question. 


Necrosiosis LiporpicA DIABETICORUM. Presented by Dr. Paut Gross and Dr. 

G. F. MACHACEK. 

L. M., a woman aged 49, is presented from the Hospital for Joint Diseases 
and the department of dermatology of the Vanderbilt Clinic because of an eruption 
on the legs of seven years’ duration. The first lesion developed on the right ankle 
as a red spot which gradually spread into a bandlike constriction. A lesion then 
developed on the calf of the right leg, and the eruption appeared on the left leg 
four years ago. The patient complains of pain in these limbs. Four years ago 
it was discovered that the patient had diabetes, and a diet was given, but the 
patient did not adhere strictly to that diet. Eight years ago she was operated 
on for cystadenoma of the thyroid gland. The pathologic report at that time 
diagnosed the condition as “colloid goiter with miliary adenomas.” The family 
history is irrelevant. 

When the patient was first seen on May 3, 1934, she presented the following 
condition: Over the entire anterior surface of the right leg above the ankle there 
was an infiltrated, bluish-red plaque, the middle portion of which showed a band- 
like depression over the tibia with a marked sclerosis. The center of the lateral 
portion showed a mixture of brownish and lemon-colored discoloration. The skin 
over this portion was thin and glistening. In the middle of the right leg was 
another dollar-sized lesion with a markedly infiltrated diffuse bluish zone and a 
bright red center which on pressure showed a yellowish discoloration. Both 
lesions showed a moderate amount of scaliness. There was one larger lesion on 
the upper portion of the left leg, and several small ones were present on the 
lower half of the leg. These were bluish-red plaques which showed no discolora- 
tion in the center and no atrophy of the epidermis. 

Under a diet low in fat and diabetic regimen, which the patient has followed 
since May 1934, the cutaneous condition has improved somewhat. 

A biopsy was made and reported by Dr. Machacek on May 29, 1934, as follows: 
“The histologic diagnosis is necrobiosis lipoidica diabeticorum. Sections show a 
marked fibrosis of the corium. The number of spindle cells is enormously increased. 
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A marked chronic inflammatory process has occurred. The globules of fat are also 
involved in the fibrosis. The blood vessels have thick walls and are often com- 
pletely or partially obliterated. The collagen bundles show a marked thickening 
and degeneration. Portions of the deep corium are necrotic. It is in that region 
that most of the extracellular lipoid is found. The lipoid consists of cholestero| 
ester, neutral fat and fatty acids, the last being probably unsaturated. Some deposit 
of calcium is seen. The picture is that described in cases of necrobiosis lipoidica 
diabeticorum.” 

The Wassermann and Kahn tests were negative on May 8, 1934. A quantitative 
tuberculin test was negative. The basal metabolism was minus 11. Two biopsies 
were made, the first on a portion of the lesion over the right ankle and the second 
on a totally excised lesion from the left leg. 


Urine Dextrose Blood Sugar Cholesterol Total Fats 
May 7, Positive 218 316 
June 18, Negative 186 
Sept. 18, 3 Positive 
Sept. 27, Positive 168 253 1,500 
Oct. 31, Negative 162 


DISCUSSION 


Dr. Frep Wise: As far as I am able to judge, the histologic picture in this 
case corresponds with Urbach’s description of the microscopic changes, but the 
members have no doubt noticed that the clinical appearance is not in agreement 
with the clinical description of necrobiosis lipoidica of Urbach. Clinically one 
expects to see a yellow plaque with a violaceous zone. In Urbach’s disease there 
is no deep depression such as this patient has on the shin, and the similarity to 
ordinary scleroderma is certainly not as pronounced as in this case. This patient 
may have Urbach’s disease in an incipient or early stage or atypical scleroderma. 

Dr. Davin L. SATENSTEIN: I wish to call attention to the fact that in many 
conditions in which there is necrosis the necrosis is usually associated with fatty 
degeneration of the tissues. As a matter of fact, that is one of the basic teachings 
in pathology. In this case there is a reaction in the deep cutis that may well have 
started around the vessels as a perivasculitis with deep necrosis and fatty degenera- 
tion and destruction. I should much rather place this case in that class than in that 
of necrobiosis lipoidica diabeticorum. 

Dr. Louis TuLtrpan: The patient seen in Chicago a few years ago presented 
a typical picture which this patient’s condition does not resemble in any way. 
The former had a yellowish, morphea-like, smooth patch with a violaceous and 
telangiectatic border. This patient shows nothing like that. I think that this 
patient probably presents the edematous stage of scleroderma. Whether one wants 
to call the disease necrobiosis or scleroderma does not make any difference, but 
it certainly does not show the clinical picture that has been described for necrobiosis. 


Dr. Paut Gross: May I present to the members a photograph in color made 
before the improvement occurred? May be the change which has taken place is the 
reason why Dr. Wise thinks that the condition does not conform fully to the 
clinical picture of Urbach’s disease. The photograph seems to me to prove that 
the condition has considerably improved under the diet low in fat. The condition 
was typical of necrobiosis clinically, as those who saw the patient can testify. The 
patch, which was sclerotic at the time when the patient was first seen, has con- 
siderably softened now. The yellowish lesions have changed considerably in color, 
but there is still a great deal of yellowish discoloration. As far as morphea is 
concerned, especially the inflammatory stage of morphea, seven years is a long time 
for morphea to remain in the inflammatory stage. Furthermore, the lesion which 
is seen in the photograph on the left leg was excised in toto. Clinically, it showed 
slight, if any, discoloration. It really looked like a lesion of erythema nodosum 
or erythema induratum. Histologically it was identical with the lesion on the 
right ankle which clinically showed a great deal of discoloration and telangiectasis. 
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\s far as the lipoid condition is concerned, I cannot answer Dr. Satenstein. 
{ am not a good enough pathologist. However, there is no other condition known 
which produces lipoid imbibition in the tissue without foam cells. That is why 
the histologic diagnosis in this case is absolutely definite. The discussion has 
brought out one feature, namely, that there is a great deal more to be learned 
about this condition. I do not want to express my views as yet, but I feel sure 
that this is not essentially a diabetic condition. Whether it is a condition sui generis 
or the result of several features I do not know. The members may have over- 
looked the fact that a thyroidectomy was performed eight years ago for a colloid 
eoiter. This condition developed during the last seven years. 


Dr. SIGMUND POoLLiTzER: In view of the fact that these lesions occur generally, 
if not always, on the lower extremities, I want to suggest the possibility that 
trauma is a factor in the production of the lesion. I do not mean to say that this 
is simply a traumatic lesion; I suggest merely that trauma is a factor in the 
production of this unusual reaction in a diabetic patient. 


FoLLICULITIS AGMINATA PARASITARIA? Presented by Dr. G. F. MACHACEK. 


E. K., a woman aged 21, born in the United States, is presented from the 
Vanderbilt Clinic because of an eruption which is generalized and has been present 
for one year. The patient was first seen on March 5, 1934. At that time she had 
on the right breast an erythematous patch, 3 cm. in diameter, surmounted by 
numerous vesicles. She now states that she had this lesion for about two years 
before she was first seen. The condition gradually spread so that it is now 
generalized. The lesions begin as small macules and papules surmounted by vesicles 
and gradually spread, forming large erythematous and vesicular infiltrated lesions. 
No frank pus has been expressed. Several examinations for tinea have given 
negative results. The patient reacts strongly to staphylococcus toxin. She did 
not react to extract of Monilia and trichophytin. A biopsy was performed on 
November 14 and disclosed a vesicular dermatitis. Spores were found between a 
lanugo hair and the wall of the follicle. Since then spores have been demonstrated 
in several of the hairs, but no positive culture has been obtained. 


DISCUSSION 

Dr. Marton B. SuLzBerGer: In the first place I was surprised at the name 
of the disease. I must admit that this is a new name to me. I wonder whether 
Dr. Gross is familiar with it. He probably knows the literature on obscure names 
as well as any one here. I see that he is shaking his head negatively. Then 
there is the question of finding the fungus in a lanugo hair which has been cut 
longitudinally by a happy chance. Dr. Machacek said he thought he saw mycelia. 
I should like to know what Dr. Hopkins thought about the appearance of this 
fungus, whether the mycelia were in the hair, and whether one could definitely 
say that the organism was a hair parasite, that is, a trichophyton. I should also 
like to hear his impression of the clinical diagnosis in this case. If I were forced 
to make a clinical diagnosis I should say that the condition is a type of follicular 
and patchy eczematoid dermatosis generally known by the name of parasitic eczema, 
eczematid or nummular eczema. Certainly on the hands, arms and other portions 
of the body there are lesions which look much like those of this disease, which is 
common in New York. It was originally thought that the disease had a parasitic 
etiology, but no certain conclusion has been reached even after much search and 
study. The condition has also been regarded as a possible “id,” as a moniliid, 
staphylococcid, streptococcid or even trichophytid, but there is no absolute proof 
for that belief. If a fungus with mycelia was found in a lanugo hair, it is unlikely 
but still not impossible that this was a chance finding. This patient may have had 
fungi circulating in the blood, and it has been shown that when the fungi leave 
the blood stream they often leave it by way of the hairs. Truffi Jr. and I demon- 
strated this experimentally in guinea-pigs. If the blood vessel and the wall of 
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a follicle are slightly injured, for instance by simple traction on a hair, the circulat- 
ing fungus leaves the blood vessel through the hair follicle, enters the hair and 
grows through the hair to the surface of the skin. Whether or not Dr. Machacek’s 
finding is a chance one of a fungus leaving through a follicle cannot at present 
be decided. At any rate I should like to leave the question open as to whether 
this fungus had any etiologic relation to the clinical condition of eczematoid derma- 
tosis in this case. Certainly one finding (and no culture) cannot make the etiology 
certain. Fungi of all kinds are too ubiquitous, both within and without the body. 

Dr. Frep Wise: Although I agree with the presenter that the occurrence of 
various types of fungi in the skin cannot be ignored, I think that in this case the 
presence of fungous elements has little significance and that the eruption is one 
of papular eczema. 

Dr. R. H. Rutison: This case reminds me of something Dr. Sabouraud said 
many years ago. He had made an exhaustive study of psoriasis which he did 
not publish. He said that he had made serial sections up to several hundred slides 
in studying typical psoriasis and had found nearly every variety of organism in 
the specimens. He said that to him the finding of an organism of one kind or 
another meant nothing unless the organism was proliferating in situ and that one 
can find almost any organism in the normal skin if one searches long enough. Does 
Dr. Machacek feel that the spore he found was actively proliferating ? 

Dr. G. F. Macuacexk: I should not like to venture an opinion on that question. 
It seemed to me that it did not look like the ordinary spores that one frequently 
finds in comedones, in the keratin layer and in crusts in various conditions. [ 
should not venture an opinion as to whether the spores were actively growing, 
but the way they were situated presented quite a different picture from that shown 
by the saprophytes one so frequently sees. Of course, that proves absolutely 
nothing. However, I feel fairly confident, without the substantiation of a culture, 
that the spores are the cause of this particular clinical picture. 


NEURODERMATITIS FoLLIcULARIS ACUMINATA (GeERTRUD WOLF). Presented by 
Dr. HERMANN FEIT. 


E. B., a girl aged 7 years, referred to me by Dr. Brennan, is presented because 
of an eruption on the dorsal surface of the feet, knees, elbows, hands and trunk, of 
two years’ duration. There is no history of eczema in infancy. A grandmother 
of the patient has eczema of the hands off and on, and one uncle has hay fever 
and eczema. There are patches of circumscribed pattern which show pronounced 
exaggeration of the cutaneous markings and hyperkeratosis which give to the 
palpating finger a sensation as of a nutmeg grater. Scattered over the body are 
flesh-colored, cone-shaped (acuminate) follicular patches of small papules, not unlike 
those seen in cases of acuminate lichen. There are marks of scratching and oozing 
in some places. The underlying skin is infiltrated and pigmented. 


DISCUSSION 

Dr. SamMuEL M. Peck: The family history speaks in favor of the diagnosis 
of neurodermatitis in this case. An uncle had asthma, and other members of the 
immediate family had allergic disturbances. Children with neurodermatitis often 
have a follicular papular eruption. 

Dr. Henry D. Nirzes: I cannot see anything unusual about this patient except 
that the condition is somewhat more marked than what one often sees. As one 
of the previous speakers has said, neurodermatitis occurs almost exclusively in 
persons with dry skins, and the follicles are likely to be hyperkeratotic. I think 
that this is perhaps just a more marked degree of the usual association of hyper- 
keratotic follicles and neurodermatitis. 

Dr. Oscar L. Levin: I was surprised this evening at the number of new 
names that are being applied to what I consider common dermatologic conditions. 
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rhere is no necessity for the application of a name to a condition, as in this 
The patient has a generalized hyperkeratotic condition of the skin with 


instance. 


hyperkeratosis, thickening and scaling, follicular papules with scaling and areas of 
<econdary dermatitis. There is no evidence of neurodermite, and there is no 
verrucous formation. It is ichthyosis with secondary dermatitis. 


Dr. Davin L. SATENSTEIN: I agree with what Dr. Levin just said. It seems 
to me that instead of giving some of the common conditions the common names 
one is acquainted with and to which one is accustomed, some of the members 
search the literature for cases reported somewhere under some unknown title 
unconfirmed) and label the condition with that particular name. That is being 
done right along, and I think it is about time that it be stopped. 

Dr. CHARLES LERNER: When the patient’s mother was questioned she informed 
me that before the development of the present condition the child always had a 
drv. harsh skin with more or less keratosis pilaris. The mother also told me that 
the child’s father and uncle have keratosis pilaris. It is known that keratosis 
pilaris often shows a familial tendency. I think, therefore, that this is an ordinary 
case of keratosis pilaris with a superimposed neurodermatitis. 

Dr. HERMANN Feit: I.think that Jadassohn’s handbook has as good a collec- 
tion of interesting cases as any other book, and this condition was described there 
much in detail. Herxheimer reported the only case so far observed. I should 
like to ask the members how many cases of neurodermatitis of this type with 
generalized hyperkeratosis they have seen. Perhaps they have seen many, and 
| may not have been so fortunate. I have never seen one before. 


TupercuLosis Cutis. Presented by Dr. Georce M. Lewis. 


T. L., a laundress, aged 55, is presented from the New York Hospital. 
She had received injections of tuberculin in a local hospital over a period of one 
and a half years. These were administered for an ocular condition. Six months 
ago infiltrations developed at the sites of some of the injections, on the lateral 
aspects of both arms. In all, from ten to fifteen lesions have appeared. These have 
persisted. No lesions have appeared at sites where no injections were given. The 
lesions now present are dull red, deep-seated, scaly or crusted infiltrations in various 
stages of evolution and involution. The Wassermann and Kahn tests were negative. 
\ roentgenogram of the chest showed asymmetry of the thorax, due to upper 
thoracic scoliosis to the left. There were numerous areas of calcification in the 
parenchyma of the upper lobes of both lungs; these areas were more numerous 
on the left. The other parts of the pulmonary fields were somewhat dark; other- 
wise they were not remarkable. The shadows of the pulmonary root on the left 
were increased in size and density, and there was some evidence of formation of 
calcium. The cardiac shadow was not remarkable. The findings suggested exten- 
sive old tuberculosis. 

The report on the biopsy was as follows: “The section is covered with rather 
heavy keratinized epidermis beneath which the corium shows considerable chronic 
inflammation. Deeper still is a granulomatous tissue made up largely of vacuolated 
epidermoid cells, among which one notes many lymphocytes. A few of the epi- 
dermoid cells are typical ‘Touton cells,’ showing the foamy cytoplasm of the 
xanthomatous type. One typical giant cell is noted. The lesion suggests tuber- 
culosis but is not typically characteristic of that disease, owing to its diffuse 
character and the paucity of giant cells.” 

The results of inoculation of guinea-pigs have not yet been reported. 


DISCUSSION 
Dr. SamuEL M. Peck: Did these lesions develop at sites where injections of 


tuberculin had been made? Did sudden flare-up occur in areas in which injections 
had previously been given? Every now and then a patient becomes so hyper- 
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sensitive to injected substances that sites of injections, previously nonreactive, shoy 
flare-ups. In the case under discussion one does not have to conceive of living 
tubercle bacilli causing this reaction because tuberculin, even in a dilution as high 
as 1: 1,000,000, can produce reactions of this type in hypersensitive patients. 

Dr. Eucene F. Traus: When I presented a patient with a similar condition 
at the meeting of the Atlantic Dermatological Conference, I was given to under- 
stand that this was a common experience. However, I had never seen such a 
case, and when one considers all the tuberculin that is being used in this city, 
cases of this type certainly should be encountered more commonly if the condition 
is not a rare occurrence. There is little difference between Doctor Lewis’ case 
and the one which I presented except possibly that my patient showed a much 
larger ulceration at one site on the arm. A section removed from this ulceration 
showed that it was apparently a tuberculous ulceration. It is an interesting coin- 
cidence that both these patients were treated in the same hospital, and, I believe, 
for a similar ocular condition, that is, a tuberculous kerato-iritis. The injections 
of tuberculin had controlled the ocular condition, and it was only after a consider- 
able time, when the ocular condition recurred, that the new series of injections 
produced the unpleasant ulcerations. The large number of treatments given this 
patient, followed by an interval in the treatment and then a subsequent new course 
of treatments, may account for the peculiar phenomenon observed. 

Dr. GeorceE M. Lewis: The patient was treated by means of injections of 
tuberculin over a period of one and a half years. The number of injections is not 
known, but since there were only ten or fifteen lesions there has not been a flare-up 
at all the sites of previous injections. 

Dr. Marion B. SuLzBerGER: I agree with what Dr. Lewis and Dr. Peck have 
said. I do not want to count up all the various possibilities in this case; but I 
wish to stress what Dr. Peck said about the fact that it is not necessary to postulate 
that there were any living organisms which played a part in the creation of these 
lesions. Just as he said, whenever the skin of the patient is in a certain state of 
immunologic reaction injections of any extract, and particularly of bacterial or 
fungous extracts, can create lesions which look histologically just like those of 
tuberculosis. That is, a tuberculoid or even a tuberculous structure does not neces- 
sarily mean that one has been dealing with living micro-organisms or that the 
causative extract is necessarily that of tubercle bacilli. Trichophytin or extract 
of Monilia, or even milk or egg or other proteins, can cause tuberculous structures 
in areas which are in a certain state of sensitivity and resistance. The lesions 
simply indicate a certain type of immunologic response. 

Regarding the question of the flare-up, it seems to me most logical to assume 
that a flare-up may have occurred, but it is necessary to exclude other possibilities 
such as infected extracts or localization of circulating substances as in a fixation 
abscess or in a Koebner phenomenon. The flare-up phenomenon is not at all 
infrequent particularly in sensitive patients who have received large doses. A 
patient’s skin may become more sensitive while attempts are being made to desen- 
sitize him. His skin may become more sensitive while he is still undergoing 
desensitization in other areas, as in the iris. A patient whose skin is becoming 
more sensitive is likely to show flare-ups in sites in which there were deposits of 
the same antigen in other parts of the skin, or even in sites in which there were 
deposits of other antigens. Experimentally, in sensitizing guinea-pigs, if one gives 
an injection in one flank and several weeks later, when the skin has become hyper- 
sensitive, gives an injection into the opposite flank, not infrequently a flare-up will 
occur at the original site which was quiescent until the second injection. I have 
observed this phenomenon, and it has been studied carefully by Dr. Simon of 
Boston. The most likely explanation is that some antigen remains fixed to the 
tissues at the site of the first injection. The antigen gradually disappears or is 
altered in activity at the site, so that there is progressively less and less active 
antigen at the place of the original injection. If a second injection, given in a 
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distant site, increases the general sensitivity of the skin to a sufficient degree to 
cause interreaction with the amount of antigen still remaining at the place of the 
previous injection, a flare-up will occur at the site of the previous injection. 

Dr. Frep Wise: I wonder if it is possible to explain lesions of this character 
on a simpler basis. Morphine addicts often get lesions like this, and their lesions 
often turn out to be so-called foreign body granulomas following the use of the 
hypodermic needle. The lesions have the structure of tuberculosis but do not 
contain any tubercle bacilli, and inoculation of guinea-pigs always gives negative 
results. The theory of flare-ups of which Dr. Sulzberger spoke would not fit in 
with this explanation, hence it would be necessary to find out if an actual flare-up 
did take place in this patient after additional injections of tuberculin; if such a 
flare up did occur in the lesions, then the theory of a foreign body granuloma would 
have to be discarded. 

Dr. IsADORE RosEN: Dr. Wise expressed in his remarks what I was going to 
sav. I wish to ask Dr. Lewis whether after some of these injections there was a 
severe local reaction with ulceration. At present nothing can be seen but scars. 
I am of the opinion that these are due to local reactions produced by a substance 
injected and a breaking down of the superficial tissues. There are no features 
which suggest to me any form of tuberculosis. 

Dr. Paut Gross: A few months ago a medical student consulted me about a 
lesion which had developed after a tuberculin test. The lesion was a typical 
papulonecrotic tuberculid clinically. I advised him to have the lesion excised. 
The histologic structure was definitely tuberculous. The lesion was persistent and 
lasted for several months. This was the first injection of tuberculin the patient 
had ever received, and the reaction proves that it is not necessary to have pre- 
ceding sensitization. In view of the many injections of tuberculin which are given 
and of the large number of persons who take injections of morphine it is sur- 
prising that this type of reaction develops only once in a while. It is not easy to 
explain the phenomenon on the basis of a foreign body reaction alone, and I think 
that one must go a little deeper into the immunologic studies, as Dr. Sulzberger 
and Dr. Peck have pointed out. 

Dr. A. BENSON CANNON: My co-workers and I have given a great many 
injections of old tuberculin both intracutaneously and subcutaneously for a number 
of years, and this type of reaction is not unusual. We have attributed the necrosis 
with subsequent scarring to the amount of tuberculin given in a single dose and 
to the structures into which the injected material was introduced. In each instance 
we have been able to prevent such accidents by reducing the amount of tuberculin 
and by giving it subcutaneously. I think Dr. Wise’s explanation that these are 
reactions to foreign bodies or to trauma is correct. 

Dr. HERMAN SHArtIT: I do not think one can over-emphasize the fact that 
in dealing with tuberculin one is dealing with something that is easily secondarily 
contaminated. Many of the reactions are probably due to this. Recently my 
co-workers and I had a patient to whom we gave a tuberculin test intradermally 
(1: 10,000), and there developed an exceptionally severe reaction which progressed 
to necrosis with lymphangitis of the arm and lymphadenitis of the axillary nodes. 
A reaction of that kind would be spoken of as a pure reaction to tuberculin. 
I think that in this type of reaction one is undoubtedly dealing with a secondary 
infection from the material used, in spite of the fact that this patient when tested 
later with a 1: 1,000,000 dilution of the same material still showed a cutaneous 
reaction to the same material. 

Dr. Samuet M. Peck: Dr. Sharlit has suggested that this reaction may be 
due to primary irritation and perhaps represents a foreign body reaction. The only 
way in which this can be answered is by giving injections to a number of control 
persons. If relatively strong concentrations give a reaction in all or in the majority 
of these persons then the condition is due to a primary irritant. If the reaction is 
limited to a few, then it is a reaction of hypersensitivity. 
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Dr. Oscar L. Levin: Intense reactions of the skin to tuberculin are frequently 
observed. For instance, at the Sea View Hospital, where there are usually over 
sixteen hundred patients with tuberculosis, various types of reactions are observed. 
Some are mild; others are violent; they vary from slight erythema and elevation 
to deep infiltrations, sarcoid-like masses, deep infiltrations with a slight apple 
jelly-like color, suggesting the appearance of lupus vulgaris, bullous formation, 
necrosis and scar formation. I do not believe that these are foreign body reactions, 
I think that the condition depends on a state of hypersensitivity. As regards tke 
case mentioned by Dr. Sharlit, it is that of a patient who is on my service at 
the Beth Israel Hospital. The patient was first observed in the dispensary and 
was suffering from a marked form of prurigo, associated with intense itching, 
She also had asthma, and cutaneous tests had shown her to be sensitive to 
numerous substances. She was admitted to the hospital service, and the clinical 
and roentgen examinations showed the absence of tuberculosis and revealed only 
the presence of marked asthma and a deforming scoliosis. An intradermal injec- 
tion of 1: 1,000 old tuberculin produced a marked swelling with bullous formation, 
hemorrhage, a deep infiltration and necrosis, ascending lymphangitis and axillary 
lymphadenitis. Within twenty-four hours it was also noticed that the lesions of 
prurigo were disappearing and that the patient did not complain of itching. When 
the acute reaction subsided another injection (1: 100,000,000) was administered, 
and again there was a reaction almost as severe as the first. I believe that the 
reaction to tuberculin depends ‘on a state of hypersensitivity and that reactions 
such as those observed this evening are not due to injections of a foreign body 
or to infection. 

Norte.—Since she was presented the patient was given an injection of 1: 100,- 
000,000 old tuberculin, and again there was a violent reaction. 

Dr. GeorcGe M. Lewis: The discussion has brought out a divergence of opinion 
as to whether the lesions are due to a foreign body reaction, to hypersensitivity to 
tuberculin or to a direct inoculation. The consensus appears to be against the 


last supposition. If the tumefactions are reactions to a foreign body their sudden 
development and their persistence without signs of involution are difficult to under- 
stand. The histologic changes also speak against that diagnosis. If these lesions 
represent a strong reaction to a sterile inoculation it is fortunate that such a 
response is apparently quite rare. 


CHRONIC ULCERATIVE PyopERMA (?). Presented by Dr. J. G. Hopkins. 

P. D., a Negro laborer aged 31, is presented from the Vanderbilt Clinic. He 
was admitted to the Presbyterian Hospital on Dec. 8, 1934. He had an abscess 
in the left axilla for two years. This was followed by abscesses in the groins 
and about the anus. None has healed in spite of incisions, administration of 
autogenous vaccine and local therapy. Six weeks before admission a pustular 
eruption appeared on the face and trunk. 

There are multiple deep abscesses with sinuses covered with indurated granu- 
lations in the left axilla and in the inguinal and anal regions. In the folds there 
are healing incisions. All the abscesses discharge a foul, thick, greenish-yellow pus. 
There is a vesicopustular eruption of the face and trunk. General examination, 
including roentgen examination of the lungs, gave normal results. 

Examination of the pus showed no fungi, but numerous gram-positive cocci, 
diplococci and bacilli and gram-negative bacilli were found. There were no acid- 
fast organisms of Donovan bodies. The Wassermann test was negative. The 
blood sugar was normal. Urine was normal except for a few white blood cells. 
The blood count showed 4,500,000 red cells, 65 per cent hemoglobin, 17,120 white 
cells, 88 per cent polymorphonuclear leukocytes, 11 per cent lymphocytes and 1 per 
cent mononuclear leukocytes. 

Cystoscopic examination showed that the bladder and the left ureter were 
injected; gross pus was present. Ureteral specimens showed a few white blood 
cells in the right kidney. Smears for tubercle bacilli gave negative results. 
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\ biopsy on a firm nodule taken from the left buttock near the anus was 
reported on as follows by Dr. G. F. Machacek: “The histologic diagnosis is 
eranulation tissue. A large portion of the skin shows a marked acanthosis with 
hyperpigmentation of portions of the epidermis. Ulceration has occurred. To 
one side of the section is an area of granulation tissue. Many plasma cells are 
noted with numerous Russell bodies. Trabeculae of scar tissue are noted. Marked 
edema, fibrin and numerous polymorphonuclears are present. Large numbers of 
blood vessels course through the ‘granulating’ area. Many of the vessels are 
thrombosed. Polymorphonuclear infiltration of the degenerating walls of the ves- 
sels is present.” 

DISCUSSION 

Dr. SAMUEL M. Peck: The present trend is to make a diagnosis of lympho- 
granuloma, and one is prone to overlook the possibility of granuloma inguinale. 
It seems to me that the marked infiltration, the tendency to scar formation and 
the lack of involvement of the lymph nodes point to a diagnosis of granuloma 
inguinale. About ten years ago Dr. Fox and I saw a white man with granu- 
loma inguinale in the axilla, and I have presented a patient with lymphogranu- 
loma of the face. Of course, the diagnosis should be confirmed histologically. 
Owing to the secondary infection the biopsy specimen will have to be taken from 
deep layers if the typical cells with their inclusion bodies are to be found. 

Dr. Davin Btoom: I wish to suggest that a Frei test be made in order to 
exclude lymphogranuloma inguinale. The lesions, particularly those around the 
anus, look like those I have seen in some of my patients with lymphogranuloma 
inguinale. 

Dr. H. C. Saunpers: I agree with Dr. Peck that the disease is granuloma 
inguinale. I should like to know, however, if there is any constriction of the 
rectum that, of course, would indicate lymphogranulomatosis. 

Dr. G. F. MacHuacek: I wish to ask Dr. Peck what technic he uses to 
demonstrate Donovan bodies in sections. 

Dr. SAMUEL M. Peck: I have usually taken material for biopsy by a punc- 
ture which went quite deep and in which the under surface of the specimen was 
embedded. Sections stained with the Giemsa stain have proved satisfactory for 
the demonstration of the organisms. For specimens in which Donovan bodies are 
dificult to demonstrate, any method will prove poor. 

Dr. HERMAN GoopDMAN: What Dr. Peck has just described is a smear taken 
from the under-surface of the biopsy specimen. 

Dr. SAMUEL M. Peck: I do not mean a smear. I mean that I make a 
biopsy on the under part of a specimen obtained by a puncture. 

Dr. Oscar L. Levin: This was an interesting case. The patient may present 
granuloma inguinale, as was suggested, but what is more interesting is the gen- 
eralized eruption. I should like to know whether iodides have been administered 
or whether the history indicates what medication the patient has previously 
received. The appearance suggests the possibility of iododerma. 

Dr. Frep Wise: The original or primary lesions which this patient presents 
are presumably in the groin and axilla. None of those areas shows lesions which 
could be interpreted as due to granuloma inguinale without careful investigation. 
But the question is whether there are aberrant types of that disease with which 
dermatologists are not acquainted. One must accept that possibility, but cer- 
tainly it should not be accepted if the organisms are not found. So far as the 
rest of the eruption is concerned, I agree with one of the last speakers and believe 
that the larger part of the disseminated rash is due to drugs, iodides or bromides 
or a mixture of both. I think it would be interesting for the presenter to give 
a full account of this case at the next meeting, together with the results of 
microscopic studies. 

Dr. Leo Sprecet: So far as the demonstration of the Donovan bodies is 
concerned, I remember some years ago at a meeting of the American Dermato- 
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logical Association, in Minneapolis I think, Dr. Rauschkolb, who had done a 
great deal of work on granuloma inguinale, said he used to take a piece of biopsy 
specimen and rub it on glass slides, making thirty or forty slides. The smears 
made from the serum that came off on the slides was then examined for Donovan 
bodies. I think he used Wright’s stain. 

Dr. HERMAN GoopMAN: For the treatment of this condition I should like 
to give the following directions: The sterilization of the ampules of prepared 
antimony and potassium tartrate as provided by pharmaceutic concerns destroys 
the drug by breaking down the double salt. It has been my custom from the 
period when commercial ampules were not available to weigh out the salt of 
antimony and potassium tartrate as purchased in pharmaceutic concerns under 
sterile precautions and dissolve it in water as one does for arsphenamine. One 
makes up a 1 per cent solution for the initial doses and gives from 5 to about 
12 cc. Higher doses require further dilution as the patients complain of pain 
in the axilla if the solution is introduced at the elbow. 

Of the patients with this condition whom I saw in the tropics during my 
residence there about seventeen years ago, one did not show the so-called Dono- 
van bodies, but did show Spirochaeta aboriginalis of Wise (Arcu. Dermat. & 
SypuH. 1:151 [Feb.] 1920). This patient was not at all different clinically from 
the patients from whom the Donovan bodies were recovered. Since I resumed 
work in this city I have seen cases of granuloma inguinale but in none has the 
presence of Spirochaeta aboriginalis been demonstrated. 

My clinical diagnosis on the patient shown tonight is granuloma inguinale of 
the flexures of the groin and axillae with iododerma of the skin of the face 
and body. 

Dr. A. BENSoN CANNON: When I saw this man the other day, shortly after 
he was admitted, I was of the opinion that the verrucous, pustular and crusted 
lesions on the face were due to the ingestion of iodide or bromide. I cannot see 
any similarity, as Dr. Wise has said, between granuloma inguinale or even 
lymphogranuloma inguinale and this man’s large, deep subcutaneous abscesses 
with sinuses discharging yellow pus. I was of the opinion that the abscess for- 
mation between the folds of the buttocks, groin and axillae was a pyoderma. | 
think that if the disease was treated as a simple infection and iodide was elimi- 
nated, that method would offer the greatest chance of benefit. I should think 
that opening and free draining of the abscesses plus irradiation with roentgen rays 
of high voltage would be most beneficial. 

Dr. J. G. Hopkins: May I ask Dr. Peck again to clear up for me whether 
his demonstration is from embedded paraffin sections or from smears? 

Dr. SAMUEL M. Peck: I originally suggested that smears be made by 
rubbing slides with the under-surface of the biopsy specimen. In this way | 
have found that the secondary infective organisms were avoided. It is reasonable 
to assume that if one can demonstrate Donovan bodies in this way one can find 
them in sections of the same biopsy specimen. 


PERIADENITIS Mucosa NecrotTicA REcURRENS. Presented by Dr. Eucene F. 

TRAUB. 

P. B. a Jew aged 49, born in Russia, a cutter, is presented from the skin 
and cancer unit of the New York Post-Graduate Medical School and Hospital. 
He has had recurring buccal lesions for more than one year. A total of three 
or four large lesions have occurred in this period. The first which was observed 
by me was on the upper lip. A dark-field examination of these lesions and exami- 
nation for the Vincent organisms gave negative results. A section removed for 
microscopic examination showed a deep inflammatory infiltration with no evi- 
dence of new growth. 

The results of a gastric analysis were reported as follows: Free hydrochloric 
acid, 43 cc. of tenth-normal sodium hydroxide per hundred cubic centimeters, 
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0.156 per cent acidity; combined hydrochloric acid, 20 cc. of tenth-normal sodium 
hydroxide free, 0.073 per cent acidity; total acidity, 66 cc. of tenth-normal sodium 
hydroxide free, 0.240 per cent acidity; lactic acid, none; bile, none; blood, a 


trace. 

The Wassermann, Kline and Kahn tests were all negative. 

The results of the blood count were as follows: red cells, 4,200,000, hemo- 
elobin, 101 per cent; white cells, 10,200; polymorphonuclear leukocytes, 50 per 
cent; lymphocytes, 41 per cent; mononuclears, 4 per cent; eosinophils, 1 per cent. 


DISCUSSION 


Dr. HERMANN Feit: I presented a patient with a similar condition at a 
meeting of the society several months ago and looked in vain for submucous 
nodules. Dr. Traub’s patient pointed out that he has such a lesion in the left com- 
missure. I wonder if it will be possible for the presenter to obtain material for 
biopsy from this lesion. I think this would be an unusual opportunity to make 
a biopsy on an early lesion. 

Dr. ABRAHAM Watzer: I wish to venture the diagnosis of an eruption due 
to phenolphthalein. The patient states that the present lesion appeared about 
four weeks ago, after he had taken feenamint. I showed a patient with a similar 
condition at a meeting of the Brooklyn Dermatological Society a few years ago 
with an almost identical lesion but with no history. The discussers regarded the 
lesion as a primary lesion of syphilis or an early stage of carcinoma. It was 
only after the demonstration of purpuric patches on the tongue and on the penis, 
together with the fact that before the patient was presented at the meeting the 
lesions were reproduced by the oral administration of phenolphthalein, that the 
diagnosis was accepted. 

Dr. EuGene F. Traus: I do not believe that this patient’s eruption is due 
to phenolphthalein. The condition apparently begins as a nodule which goes 
through a definite process of involution, and a central core is cast out of the 
mass, leaving an ulcerated area. It is painful, and, as far as I know, an eruption 
due to phenolphthalein does not run a course similar in any way. The number 
of lesions may vary, but rarely is more than one present at a time, and alto- 
gether the patient has probably not had more than one-half dozen lesions. The 
lesion to which Dr. Feit referred is a nodular one. If this is a late lesion, 
probably little information could be derived from it, but if it is an early lesion 
that has not yet broken down, it may be well to study it. It is possible that 
the lesions can involute without breaking down. As one biopsy has been made 
already, it may be difficult to obtain permission for a second. 


PACHYONYCHIA CONGENITA. Presented by Dr. G. C. ANbrREws. 


I. L., a boy aged 11, is presented from the Vanderbilt Clinic. The patient 
was born with peculiar thick nails on all the fingers and toes. Every three to 
six months the nail beds appeared infected and the nails dropped off. Since the 
age of 2 years the patient has suffered from repeated formation of large bullae 
on the soles, each attack lasting about two weeks. Three years ago minute 
vesicles began to appear on the knees and feet. These contained blood and were 
painful and pruritic. Sometimes purulent material formed. A remission for one 
year followed; then he had recurrent attacks. The lesions have spread to both 
feet, the right knee and the left elbow. 

Examination on admission showed that all the nails presented marked thick- 
ening, some being 1 cm. in thickness. They were grayish brown and _ solid 
throughout. The skin was generally dry. Follicular keratotic plugs were noted 
over the extensor surface of the arms and legs and on the lower portion of the 
back. On each foot and on the right knee was a tender, crusted, moist lesion, 
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from 5 to 10 cm. in diameter, evidently the end-stage of a bleb formation, No 
other physical abnormalities were noted. 

Scrapings from the nails, heel and arm were negative for fungi. Intraderma| 
tests for Trichophyton and Monilia were negative. A culture from the crusted 
lesion on the ankle, made on blood agar, showed streptococci and a few colonies 
of staphylococci. Roentgen examinations of the knees and wrists showed no 
abnormalities, the development of ossification centers being normal for the patient's 
age; the pulmonary fields were normal, and there was no evidence of an enlarged 
thymus. 

On Jan. 18, 1934, the nails of the third and fourth toes of the left foot were 
surgically removed, and the matrix was carefully scraped away in an attempt to 
prevent regrowth. One month later the remaining toe and finger nails were 
removed. Generalized ultraviolet irradiation improved the follicular keratoses. 
Recurrent bullae have been drained and treated with dressings moistened with 
gentian violet, with application of boric acid ointment, etc. 


DISCUSSION 
Dr. A. Brooks ABsHIER (by invitation): This patient’s case was reported 
by Dr. Andrews and Dr. Strumwasser in 1929 in the New York State Journal 
of Medicine as a case of pachyonychia congenita. I was struck with the similarity 
of this picture to that of the original case of pachyonychia congenita reported. 
The original report was made in 1906 by Jadassohn and Lewandowsky. In their 
case there was a peculiar anomaly of the nails in which all the nails of the fingers 
and toes were markedly thickened to the extent of 5 mm. or more, and in addi- 
tion to this anomaly of the nails there was a picture of Darier’s disease. Both 
Dr. Andrews’ patient and the patient reported by Jadassohn and Lewandowsky 
also presented bullous formations about the ankles simulating epidermolysis bullosa. 
Dr. Andrews’ patient showed peculiar thickenings on the tongue, reminding one 
of thick plaques of so-called leukokeratosis. Histologically these patients’ con- 
dition is similar to Darier’s disease in that it shows follicular keratotic plugs and 
vacuolated rete cells. There is some question yet as to whether there really is 
a clinical entity known as pachyonychia congenita because the patients present so 
many of the characteristics of Darier’s disease, and I am inclined to believe with 
Dr. Andrews that the thickening of the nails, leukokeratosis and recurrent bullous 
formations are simply added manifestations of Darier’s disease. However, if 
there is such an entity as pachyonychia congenita, this patient’s disease certainly 
fits into the picture of that condition. 


PustuLar Psoriasis? Presented by Dr. Beatrice M. KestTen. 


A. D., a woman aged 35, is presented from the Vanderbilt Clinic for an 
eruption on the right thumb of three months’ duration. The condition began as 
a callus to which the patient applied some medicine. Since then the present con- 
dition has appeared and spread. On the flexor surface of the right thumb there 
is a sharply defined area of redness and exfoliation about 3 inches (7.5 cm.) in 
diameter. Throughout this area are scattered deep-seated vesicles. The outer 
border of the nail of the second finger of the right hand shows yellowish-white 
thickening. Examination for tinea gave negative results. 

Examination for focal infection shows several decayed teeth and pyorrhea. 
The condition has improved under application of mild ointments and treatment 
of the focal infections. 

DISCUSSION 

Dr. Oscar L. Levin: Why is this patient’s condition called psoriasis pus- 
tulosa? The lesions are characteristic of a superficial type of psoriasis. 

Dr. Paut Gross: This patient was seen a few weeks ago in the clinic with 
an erythematous scaling lesion with vesicles and pustules. I do not know what 
other diagnosis can be made. The lesion did not respond to the usual treatment 





SOCIETY TRANSACTIONS 503 


-eems to have improved with the clearing up of focal infections. This disease 
referred to by the name which is frequently used for a condition so far not 
defined etiologically. 


Dr. Davin Broom: The eruption on the thumb looks like that of the patients 
vith palmar and plantar pustular psoriasis whom I| have presented at meetings of 
the section previously. As I have brought out before, pustules are not necessarily 
ores nt at all times in these cases. This patient shows also pitting and subungual 


keratosis of some of the nails of the fingers and circumscribed scaly lesions in 


the scalp, which look to me like psoriatic lesions. 


en Nitipus. Presented by Dr. F. Puitiep Lowenrisu. 

M. N., a woman aged 20, born in England, is presented from the Vanderbilt 
ic with an eruption on the elbows, knees and fingers of six months’ duration. 
On the extensor surface of the elbows are patches, some the size of a quarter, 
consisting of many yellowish lichenified papules from the size of a pinhead to 
that of a millet seed. On both palms are annular hyperkeratotic lesions. There 
is stippling of the nail of the left index finger. There are also discrete papules 
on the dorsum of the distal phalanges of the fingers. Except for a few lesions on 

the knees, the rest of the body is clear. The Wassermann test was negative. 
The biopsy report by Dr. Machacek was as follows: “The histologic diag- 
osis is lichen nitidus (granuloma nitidum). These sections of skin show mod- 
erate hyperkeratosis and acanthosis except in the portion of the section where the 
outstanding pathologic changes are. These are represented particularly by one 
y nodule of infiltration just beneath the epidermis. The epidermis at that site 
shows parakeratosis and thinning due to degeneration. The rete pegs are gone. 
The rete pegs at the sides, however, are prolonged and partly surround the nodule, 
vhich consists of a mass of cells with pale granular cytoplasm and rather pyk- 
notic nuclei. These can best be described as epithelioid cells. A few cells 
resemble lymphocytes; some appear to be endothelioid in character. They do not 
have the appearance of xanthoma cells, although no staining for lipoid could be 


made. 


\cTInomycosiIs. Presented by Dr. Beatrice M. Kesten. 


M. H., a Negress aged 36, a dressmaker, is presented from the Vanderbilt 
Clinic. She was admitted on Dec. 4, 1934, with a swelling of the left side of 
the face of eight weeks’ duration. Eight weeks previously she had noticed a 
small “pimple” on the left side of the face over the lower jaw. Just before this 
she had a toothache in the left portion of the lower jaw. A tooth was extracted. 
\ subperiosteal abscess with osteomyelitis and cellulitis developed. Two incisions 
were made (as shown in the photograph) from which thick yellow pus drained. 
From this the ray fungus was recovered on smear and in culture. A roentgeno- 
gram of the left mandible made on Dec. 6, 1934, showed a bony defect in the 
posterior part of the ramus. The antrums were clear. 

Therapy has consisted of three roentgen treatments at weekly intervals of 
150 roentgens (160 kilovolts) filtered with 1 mg. of aluminum, 0.25 skin unit 
id iodides (potassium iodide, sodium iodide and ethyl iodide). The patient has 

wn improvement. 


PORT ON A CASE OF MoLtituscum ContaciosuM. Dr. Davin L. SATENSTEIN. 
B. M., a girl, aged 6 years, was presented before the society by Dr. Joseph 
.. Morse on Dec. 4, 1934 (Arcu. Dermat. & SypH. 31:908 [June] 1935) with 
the diagnosis of molluscum contagiosum. 

\ piece of tissue has been removed since the patient was presented; the con- 
lition is typical lupus vulgaris. 
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BRONX DERMATOLOGICAL SOCIETY 
Henry Sitver, M.D., Secretary 
Regular Meeting, Jan. 24, 1935 
Louts CuHarcin, M.D., President 


BANDLIKE PIGMENTATION OF THE FOREHEAD. Presented by Dr. CHarLes Wot. 


I. F., a married man aged 57, born in Russia, states that the peculiar pigmen- 
tation of the forehead appeared eight months ago and that there was no evidenc« 
of preceding inflammatory change in the involved area. Long before the appear- 
ance of the pigmentation the patient had been wearing the same hat. He states 
that he did not apply any medicament locally. 

There is a transverse dark brown pigmentation about 4 cm. wide extending 
from the extreme right to the extreme left in the middle of the forehead. No other 
areas of pigmentation are present on any part of the body. 


DISCUSSION 

Dr. Paut Gross: I shouid make a tentative diagnosis of melanodermatitis 
toxica of a localized type. A biopsy would probably reveal some inflammatory 
changes suggesting lichen planus. The bandlike distribution on the forehead points 
to a chemical action from the hatband, and it is known that irritants containing 
an acridine base are frequently contributory factors in this type of melanoderma- 
titis. It would be interesting to ascertain whether the patient frequently went 
without a hat in the summer, since exposure to the sunlight is another factor con- 
sidered important in the production of this condition. 

Dr. SAMUEL M. Peck: The patient may have a pigmentation following irri- 
tation from some special substance in the hatband and from perspiration. This, of 
course, brings up the consideration that this pigmentary disturbance is a form of 
Berlock dermatitis. 

Dr. F. E. Cross: I agree with the remarks of Dr. Peck. The patient says 
that he wore the same hat for four or five months in the winter and that pigmen- 
tation did not occur. He perspired considerably during the summer, and it was 
then that the pigmentation appeared. It would be pertinent to know the results 
of a patch test performed with a piece of the hatband. 

Dr. Davin SATENSTEIN: There is a rather curious thing about this condition. 
I made a histologic examination of tissue from a number of patients with this 
condition and found no definite pigmentation. The pathologic changes are almost 
akin to those seen in lesions of lichen planus; the change in color observed clin- 
ically is due to an increase in the granular layer. I believe that this patient has a 
toxic melanosis. Many conditions are called melanosis though no melanin is 
present in the involved parts. 


Lupus ErytTHEMATOSUS DISSEMINATUS. Presented by Dr. Leo Sprecet. 

This single man, aged 33, born in Germany, a baker, has been a patient of 
the Lenox Hill Hospital since Dec. 6, 1934. He had had no illness before the 
onset of the present eruption. He complains of inability to see properly because 
of the marked edema of both upper and lower eyelids and of slight arthritic pains 
in various joints. The eruption began as a small pimple at the right nasolabial 
fold about six months ago. He has received treatment at various institutions with 
little improvement. He was finally compelled to discontinue his work owing to 
the increasing disfigurement. 
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He presents a diffuse, bright erythema involving the entire forehead, the ears 
and isolated patches on the cheeks and chin. The upper and lower eyelids are 
-imilarly affected, and there is marked edema of the flush areas of the face and 
evelids, SO that the patient can see only with difficulty. There is a similar eruption 
on the anterior upper portion of the chest and sternum, the forearms, the dorsal 
surfaces of the hands and fingers and the lower portion of the abdomen and in 
the inguinal regions. 

Physical and roentgen examination of the chest, sinuses and teeth gave nega- 
tive results. The nose and throat were normal. The left axillary glands were 
considerably enlarged; one of these glands was excised for histologic study. 

The Wassermann and slide precipitation tests were negative. The reactions to 
the tuberculin tests were negative with dilutions of 1:1,000,000, 1:100,000, 1 :10,000 
and 1:1,000. The blood count showed 4,500,000 red cells, 90 per cent hemoglobin 
and 8,950 white cells, with 74 per cent polymorhphonuclears, 9 per cent large 
lymphocytes, 12 per cent small lymphocytes, 5 per cent eosinophils and 1 per cent 
basophils. The urine was normal. During hospitalization from Dec. 10, 1934, to 
an. 15, 1935, slight improvement occurred. The lesions on the chest were under- 
eoing almost complete involution. 

Histologic examination of the section taken from the upper right side of the 
chest gave the following results: The epidermis was approximately normal as 
to thickness and regularity. A slight scale was present. The cutis was markedly 
edematous in the papillary region, and there was an increase in the tiny capillary 
hlood vessels in the papillary region. Many of these blood vessels were surrounded 
by a moderate infiltrate. The follicular and glandular structures were also infil- 
trated. Under high magnification the granular layer was seen to be decreased 
and there was a suggestion of beading as evidenced by numerous vacuolated cells. 
The rete also showed numerous vacuolated cells and interstitial edema. Vacuola- 
tion of the basal cells gave a moth-eaten appearance to parts of the basal layer. 
[he small capillaries were increased and dilated, and the perivascular infiltrate 
consisted of round cells. The papillary corium was swollen as a result of edema. 
With Weigert’s stain the elastic tissue appeared rather scant and disrupted, and 
in some places it was absent. The gland in the biopsy material showed no evidence 
of specific granuloma or malignant disease. 

Results of inoculation of guinea-pigs with material from the axillary gland have 
not yet been reported. 

DISCUSSION 


Dr. Davin BLtoom: This patient presents an unusual form of lupus erythema- 
tosus disseminatus. The lesions on the elbows, penis and trunk are such as may 
be encountered in disseminated lupus erythematosus. What suggests this diagnosis 
to my mind, however, is the association of the marked edema of the face with 
those lesions. 

Dr. Paut Gross: Did the eruption on the body precede the swelling of the 
face? 

Dr. Leo Sprecet: This patient came to the dispensary for the first time on 
Dec. 6, 1934, and, according to his statement, he was well up to six months ago. 
His cutaneous condition began as a small papule on the right side of the nose; 
the eruption subsequently spread to other parts of the face and body. 

Dr. Paut Gross: Regarding Dr. Bloom’s remarks, I wish to state that the 
patient’s original trouble was a disseminated chronic type of lupus erythematosus, 
but subsequently a typical lupus erythematosus acutus of the face developed. 
The patient should be hospitalized and carefully observed. 

Dr. THeoporE RosENTHAL: Most of the patients with acute lupus erythema- 
tosus whom I have seen were febrile and bedfast. While the patient has lesions 
on the chest and penis which are certainly lupus erythematosus, I cannot account 
for the edema of the face. 
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Dr. SaAMuEL M. Pecx: Cases of lupus erythematosus disseminatus can be 
divided roughly into those of acute and those of chronic type. In the strict sense 
of the term the appellation lupus erythematosus disseminatus should be limited 
to the dissemination from the chronic discoid form, and that dissemination. too 
may be acute or chronic. When the disease is of the acute generalized type with- 
out previous discoid lesions, it is perhaps better to designate it lupus erythematosys 
exanthematicus. 

Dr. Henry Sitver: The classification of the cases of lupus erythematosus js 
not necessarily difficult if one bears in mind that two types, the acute and the 
chronic, can be clearly differentiated. The third type, the one which causes most 
controversy, is the chronic type of lupus erythematous with acute exacerbations. 

In cases of the third type, in spite of the acute element, there is a good prog- 
nosis, and these manifestations of the disease should be separated from such serious 
conditions as acute lupus erythematosus or lupus erythematosus of the Libman- 
Sachs type. 

This patient’s disorder falls into the group of the chronic disseminated discoid 
type with acute exacerbation. 

Dr. Davin L. SaTenste1n: I think the topic is being made unnecessarily 
difficult and complicated. There is a fixed and a transitory type of lupus erythe- 
matosus. Both types can be disseminated. The transitory type may be toxic, 
and the lesions may clear up, but, as stated, the patients frequently die. The acute 
type of lupus erythematosus may become fixed in rare instances. 

Dr. Paut Gross: It is not so much how the case is classified as what prognosis 
can be made which is important. I do not agree with Dr. Silver that the Libman- 
Sachs type of lupus erythematosus is primarily acute. I saw a patient with an 
early stage of the disease who presented extensive lupus erythematosus of the 
face which was not acute at all. The only additional symptom was marked 
albuminuria. About six months later the patient came to the hospital with an acute 
condition; he had disseminated, even bullous and hemorrhagic, lesions, ascites 
and all the other symptoms and died shortly after coming to the hospital. 

Dr. Davip L. SATENSTEIN: There is no standard microscopic picture of acute 
lupus erythematosus. The appearance is that of an acute exudative inflammatory 
process of varying intensity; it is characteristic though not pathognomonic. 

Dr. Louts CHaARGIN: There are many gradations in the clinical aspect and 
course of lupus erythematosus. It may arise as an acute process and run a severe 
course; when this occurs it usually terminates fatally, but in rare instances recov- 
ery takes place, resulting in the fixed variety of the disease. The fixed variety 
may become disseminated, and this manifestation in turn may take on a subacute 
or an acute form. In the latter instance the disease runs a course similar to that 
of the acute variety, often terminating fatally, but a fatal outcome does not occur 
as often as in the first variety of acute lupus erythematosus. There seems to be a 
connecting link between all the varieties of the disease, and until the etiology is 
cleared all the varieties must be regarded as one process. 

Dr. Leo SpreceL: I am indeed grateful for this discussion. I believe that this 
patient’s disorder was of the chronic discoid type at the onset. According to the 
patient’s statement the eruption started as a papule on the right side of his nose 
When I first saw him there was considerably more dissemination of the process 
than at present. Biopsy of a lesion from the chest shows changes similar to those 
mentioned by Ormsby in the latest edition of his textbook. 


Sarcow. Presented by Dr. Paut Gross. 


This woman, aged 23, single, born in Puerto Rico, presents an eruption on the 
arms and legs of one year’s duration. 

She has always been in good health up to one year ago, when rheumatism of 
the hands, ankles and knees developed. After she had taken some medicine the 
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11 appeared on the legs and spread to the upper extremities, The past 
ry and the family history are irrelevant. 
[he legs are covered by pink or violaceous firm nodules from the size of a 
ead to that of a lentil. Some of the lesions were confluent. On the thighs 
. are pink macules. On the extensor surfaces of the arms there are bluish 
nink cutaneous and subcutaneous plaques showing firm infiltration. There are 
several pea-sized nodules on the face. The Wassermann and Kahn tests of the 
lood were negative. The biopsy material definitely showed the structure of 


DISCUSSION 


De. Paut Gross: This patient was seen the first time at the clinic about 


en days ago. The clinical diagnosis at that time was sarcoid of Boeck with the 
ssibility of leprosy. The biopsy material showed a structure typical of sarcoid. 


Dr. Davin L. SATENSTEIN: I have seen a few cases of Darier-Roussy’s 
sarcoid. The process is in the subcutis; there is no change in the color of the 
skin; usually the lesion is firm to touch. A few patients that I saw had large 
plaques. 

This is the first time that I have seen sarcoid with so many lesions. The 
patient also has lesions on the exterior upper portion of the arm. These are of 
the same type but more edematous than the lesions on the legs. 

Dr. CuHarLEs Wotr: Dr. Gross states that he has not ruled out leprosy. The 
icroscopic picture showed the structure of sarcoid and there is nothing that 
vould indicate leprosy disease either histologically or clinically. The main thing 

to decide definitely whether the disease is sarcoid or tuberculosis. 

Dr. SAMUEL FELDMAN: ‘The term Darier-Roussy sarcoid should not be 

lied. The process is evidently in the superficial layers of the skin; it is visible, 
d it has color. It is absolutely opposed to the picture of Darier-Roussy 
sarcoid, in which the pathologic changes are always in the subcutis. 

Note: Subsequent roentgen examination of. the hands showed characteristic 
hanges found in sarcoid, i. e., osteitis tuberculosa cystica. 


A Case For Diacnosis (Majoccui’s DiskEAse?). Presented by Dr. CHARLES 

Wotr. 

M. P., a man aged 48, born in Russia, a presser, states that about a year ago 
an erythematous patch appeared on the lower part of the right leg anteriorly and 
that in the last three months it has spread upward toward the middle of the leg. 
In recent months the left leg became similarly involved. 

The eruption has a variegated coloring ranging from bright red in the lower 
part to yellowish pink in the upper part. At the periphery of the eruption as well 
as within the involved areas there are punctate, slightly raised reddish lesions 
which show a tendency to grouping. Other discreet lesions are interspersed 
within the lighter areas. There are no varicose veins. The Wassermann test of 
the blood was negative. 

The examination of the blood revealed: hemoglobin, 80 per cent; red cells, 
120,000; polymorphonuclears, 70 per cent, and lymphocytes, 30 per cent. 

The results of histologic examination were as follows: A numerical increase 
of the blood vessels was observed. Endarteritis and endophlebitis as well as thick- 
ning of the entire vessel wall were seen throughout the corium. There was peri- 
vascular lymphocytic infiltration; this was more diffuse in the portions of the 
papillary layer impinging on the basal cell layer. There was intracellular edema 
in the epidermis. 

DISCUSSION 

Dr. SAMUEL FELDMAN: I fail to find evidence warranting a diagnosis of 
Majocchi’s disease. I am of the opinion that the disorder is dermatitis haemo- 
statica with hemorrhages but no telangiectasia. 
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Dr. Paut Gross: It is worth mentioning that the condition this patient pre- 
sents is accompanied by itching. Therefore, and in view of the clinical picture. 
I suggest the diagnosis of neurodermatitis. If this diagnosis is correct the con- 
dition will respond to roentgen therapy. 

Dr. SAMUEL M. Peck: If the changes in the vessels in this case are actual], 
as they were described by Dr. Wolf, they certainly indicate a diagnosis oj 
Majocchi’s disease and argue against that of dermatitis haemostatica. 

Dr. Davin L. SateENSTEIN: In order that a diagnosis of Majocchi’s disease 
be justified on the basis of microscopic evidence, four features are necessary. Ther 
must be: (1) telangiectasia; (2) degeneration of the vascular walls; (3) develop- 
ment of miliary aneurysms, and (4) hemorrhage and pigmentation. Practically 
none of these changes were present in the specimen I examined. Clinically this 
patient’s symptoms do not suggest Majocchi’s disease. 

Dr. TuHEoporE RosENTHAL: Clinically, this patient’s eruption does not appear 
like any that I have seen in cases of Majocchi’s disease. There is no purpura and 
no atrophy, and the entire lesion is raised and rough. 

Dr. Leo SpreceL: I agree with Dr. Rosenthal. I see no areas of telangiectasia 
or hemorrhage, but pinpoint vesicles are visible. The diagnosis is probably eczema 
with some areas of lichenification. The picture does not suggest Majocchi’s disease. 

Dr. C. H. Martin: The lesions on the lower portions of the legs have the 
appearance of dermatitis haemostatica. 

Dr. CuHartEs Wo iF: This is not a clearcut or classic case of Majocchi’s dis- 
ease. In fact, I have seen only one such case. The eruption shows several 
features of an early stage of Majocchi’s disease. There is a tendency to grouping 
of the lesions, and there is pallor in the center with early atrophy. There is no 
itching. 


POIKILODERMA? Presented by Dr. PAut Gross. 


This married woman, aged 36, born in Russia, presents a cutaneous condition 
of ten years’ duration. She complains of occasional pain and burning in the 
affected area. 

There is a palm-sized area in the left epigastrium showing a mottled pigmen- 
tation. A few areas of telangiectasia and small white patches suggesting atrophy 
are scattered throughout the involved area. On the left thigh there is a pig- 
mented nevus. 

DISCUSSION 

Dr. ARTHUR SAYER: This patient states that she underwent a roentgen exam- 
ination of the gastro-intestinal tract about fifteen years ago. This eruption 
appeared about ten or twelve years ago. It seems likely from the sharply localized 
nature of this lesion in the epigastric region that the patient has a dermatitis duc 
to roentgen rays rather than poikiloderma. 

Dr. C. GrEENHOUSE: Although I cannot venture a definite diagnosis after so 
cursory an examination, I do not feel that this patient’s disorder is poikiloderma. 
The lesion is a large light brown plaque; it has a sclerodermatous feel and is 
composed of numerous shotty infiltrations of the color of normal skin. I was not 
able to make out any atrophy or telangiectasia. 

Dr. SAMUEL FELDMAN: There is definite telangiectasia as well as depigmen- 
tation and hyperpigmentation. This would fit only into the picture of poikiloderma 
or chronic dermatitis due to roentgen rays. I think that Dr. Sayer’s suggestion 
should be considered. 


Dr. G. J. Sprnner: I agree that hyperpigmentation, depigmentation, atrophy 
and telangiectasia are present. In spite of this I should not venture to make a 
diagnosis of poikiloderma. 


Dr. Paut Gross: The suggestion that this is a dermatitis due to roentgen rays 
strengthens the evidence in favor of the suggested diagnosis of poikiloderma. 
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\ Case FoR DraGNosis (Pityriasis LICHENOIDES ET VARIOLIFORMIS ACUTA? 
LICHEN PLANuS?). Presented by Dr. THropore ROSENTHAL. 


|. M.. a Negro aged 28, born in the United States, says that the present erup- 
appeared six months ago and has persisted. There are no subjective symptoms. 


The patient presents a multiform eruption, consisting of scattered papular 
lesions, over the body and extremities. Some of the lesions are small, rounded, 
waxy elevations; some are the color of the skin; others are erythematous with 
few scales: still others are flattish, presenting depressed or umbilicated necrotic 
centers. On the trunk are larger papular lesions with elevated borders and 
crusted centers showing an annular arrangement. 

There are no lesions on the face or on the buccal mucosa. The Wassermann 
ind Kahn tests of the blood were negative on two occasions. 


DISCUSSION 

Dr. ArtHUR SAYER: I suggest the diagnosis of parapsoriasis lichenoides 
chronica of Juliusberg. I think that the small papules which are scattered over 
the abdomen are characteristic of that condition. 

Dr. Paut Gross: I suggest the diagnosis of lichen planus since there are no 
lesions typical of varioliform parapsoriasis. 

Dr. SAMUEL M. Peck: I agree with Dr. Gross. There are lesions typical of 
lichen planus on the right side of the abdomen. 

Dr. ARTHUR SAYER: The patient presents several annular patches, but they are 
not characteristic of lichen planus. 

Dr. Davin L. SATENSTEIN: I saw many small lesions of lichen planus but 
no indication of parapsoriasis varioliformis acuta. 


ANGIOMA OF THE PENIS. Presented by Dr. Davin BLoom. 


T. J., a Russian aged 18, was presented at the January meeting of the New 
York Dermatological Society (ArcH. Dermat. & SypH. 32:349 [Aug.] 1935). 


DISCUSSION z 


Dr. F. E. Cross: I present the following suggestion with a certain amount 
of hesitancy: In the treatment of this type of angioma some good results have 
been obtained with injections of a sclerosing solution. I wonder whether sodium 
morrhuate injected cautiously would not cure this condition. 

Dr. Paut Gross: I do not believe that the lesion is a simple cavernous 
angioma, and I suspect a communication with some deep-seated veins. This pos- 
sibility should be considered in the selection of the method of treatment. 

Dr. Davin L. SATENSTEIN: Cases of this type are rare. Some cases of exten- 
sive involvement located on the upper extremities have been studied. In the 
majority of cases the lesions were not similar to the ones found on the lower 
extremities, which can be cleared up with injections. The lesions on the upper 
extremities are apt to degenerate into sarcoma. My suggestion is to leave the 
lesion undisturbed. 

Dr. Davin Broom: I presented the patient because of the unusual location 
of the lesion and because the patient complains that the sexual function is 
impaired. The question of treatment is also a problem, for the information received 
from the patient that the lesion gets larger during an erection points to the prob- 
ability that there is a communication between the lesion and the vessels of the 
penis. Injection of sclerosing substances is therefore contraindicated. Radium 
irradiation may be the best therapy in this case. 
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A Case For DraGNosis (RAYNAuD’s DISEASE? SCLERODERMA WITH SCLERopAc- 
TYLIA?). Presented by Dr. CHARLES WoL-rF. 


This married woman, aged 34, born in the United States, says that for the 
past twelve years she has suffered from attacks during which the finger-tips 
alternately become bluish and then appear white. These attacks are associated 
with sensations of hyperesthesia and paresthesia. The tips of the fingers are 
cyanotic and slightly club-shaped. When the patient raises the hand the finger- 
tips become whitish. The face shows an effacement of the normal folds when 
the patient smiles, and there is a scleroderma-like infiltration in the malar regions. 
The Wassermann reaction of the blood was negative. 

Roentgen examination of the bones of the hand revealed a partial absorption 
of the tips of the distal phalanges. These changes may occur in either Raynaud's 
disease or sclerodactylia. 

DISCUSSION 

Dr. Davin Broom: I have never seen patients with scleroderma react to 
changes in temperature as this woman does; within half an hour of her stay in 
this room there was a remarkable change in the temperature and color of the 
fingers; from cold and slate gray they became warm and bluish red. There was 
no sclerosis of the skin of the fingers. I therefore favor the diagnosis of Ray- 
naud’s disease rather than that of scleroderma. 

Dr. CHartes WotrF: The infiltrations of the cheeks argue against the diagnosis 
of Raynaud’s disease. Moreover, the face has a masklike appearance. These 
points suggest the diagnosis of scleroderma. 


XANTHOMA TUBEROSUM MULTIPLEX. Presented by Dr. Istpore M. Lasurnsky. 


This Russian Jewess, aged 43, a housewife, was seen in the Morrisania Clinic 
on Jan. 5, 1935, because of an eruption on the elbows which has persisted for the 


last few years. 

The patient, who is short and rather obese, presents between twenty-five and 
thirty pinhead nodules on the extensor surfaces of both elbows. These nodules 
vary in size from that of a pea to that of a lentil and larger and range in color 
from pale yellow to yellowish pink (salmon) and pale red; they are firm and 
movable with the skin. 

Physical examination did not reveal any abnormality except that the appear- 
ance of the patient suggested an endocrine disturbance. 

A twenty-four hour specimen of the urine did not show any sugar or acetone. 
The Wassermann test of the blood was negative. 

A dextrose tolerance test made on January 21 and 22 gave the following 
results: During fasting the sugar content was 100 mg. per hundred cubic centi- 
meters of blood; one half hour after the administration of dextrose it was 150 
mg.; after one hour, 250 mg.; after two hours, 230 mg., and after three hours, 
125 mg. The cholesterol content was 267 mg. per hundred cubic centimeters of 
blood. One of the lesions was excised in toto, and the report on the histopathologic 
examination was fibroxanthoma. 

DISCUSSION 

Dr. ArtHUR SAYER: The effects of following a strict diet consisting of 
vegetables, cereals and fruits, as advocated by Schoenheimer, were tested at the 
Mount Sinai Hospital, and no apparent improvement was observed. The rationale 
of this treatment is based on the theory that cholesterol is metabolized from animal 
fats only and is not formed from vegetable fats. 

Wile, in his work on the subject, stated that a high cholesterol content of the 
blood is not the factor responsible for this disease. 

Dr. Henry Sitver: The cholesterol content of the blood is reported as 
normal. A normal or increased cholesterol content is of little significance. Wile 
and his co-workers definitely established the fact that hypercholesteremia is not 
an etiologic factor in xanthoma. 
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chaaf’s theory, that a disturbance in the ratio of the free cholesterol and 
lesterol esters is responsible for the formation of xanthoma tumors is the most 
US] Schaaf’s findings have been recently corroborated by Michael. 

In the light of the present knowledge regarding xanthoma a detailed study of 
holesterol metabolism is essential. 


_ 


x. Davin Broom: In connection with the remarks of Dr. Silver, I wish to 
tate that in a case of xanthoma tuberosum in a child observed recently, there 
no imbalance of the cholesterol and cholesterol esters. 
Dr. IsrporE M. Lasuinsky: It is evident from the laboratory findings in this 
case that the patient is not suffering from lipemia or cholesteremia. In view of 
the endocrine dysfunction so suggestive in this case I believe that glandular therapy 
be helpful. 


DR 


Vdd 


GraANULOMA ANNULARE. Presented by Dr. MAuriceE UMANSKy. 


This woman, aged 39, born in Siberia, presents an eruption on the backs of 
the hands which has existed for the last eighteen months. 

The patient underwent a hysterectomy four years ago because of a large fibroid 
tumor. She is suffering from occasional disturbances referable to the gallbladder 
and is hypersensitive to acetylsalicylic acid. Ingestion of 1 tablet of that drug 
causes a swelling of the eyelids, lips and face. 

There are instances of tuberculosis in the family. The patient’s grandmother 
died of pulmonary tuberculosis, and an aunt and sister are suffering from the 
same disease. 

The eruption on the dorsum of the right hand consists of a few annular and 
circinate lesions. They exhibit a firm, raised periphery and almost normal skin 
in the center. In the raised border grouped yellowish-pink papules can be 
distinguished. 

There is a similar area on the back of the left hand. The group of nodules 
does not yet show the annular arrangement. 

A Mantoux tuberculin test gave strongly positive reactions in dilutions of 
1:5,000 and 1:10,000. 

The patient refused to submit to a biopsy. 


DISCUSSION 

Dr. Maurice UMANSKyY: It is interesting to note that the tuberculin test 
seemed to influence the lesions favorably. 

Dr. Louis CHarcin: The favorable influence of tuberculin on granuloma 
annulare is unknown to me. 

Dr. CuHarLtes Wor: Granuloma annulare at times disappears spontaneously. 
Therefore, the involution observed after the tuberculin test was made may be 
merely coincidental. 

Dr. Davin Bioom: I have seen granuloma annulare disappear after simple 
treatment or after no treatment whatever. A procedure like a tuberculin test may 
have played some role in bringing about the disappearance or the improvement 
of the lesion. 

Dr. THEODORE ROSENTHAL: I cannot understand why the fact that the patient 
showed a positive reaction to the tuberculin test is stressed. If she had showed a 
negative reaction, that would be interesting. 

Dr. ApotpH RosteENBERG Jr.: In view of the history I believe that in this 
case the tuberculin tests are meaningless so far as the cutaneous lesions are con- 
cerned; moreover, granuloma annulare is a condition in which a specific cutaneous 
anergy is the rule. Testing this patient, unless it is with truly infinitesimal doses, 
is not without danger. 

Dr. Samuet M. Peck: In evaluating cutaneous lesions by the tuberculin 
test a strongly positive reaction to a high dilution is as important as a negative 
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reaction to a concentrated solution. In the former instance there is marked hyper 
sensitivity which may place the cutaneous lesion in the group of tuberculids 
in the latter there are anergic reactions which place the lesion in the group ‘sl 
sarcoids, etc. Both reactions are suggestive of cutaneous tuberculosis. 

Dr. Cuartes Wo tr: Does not Dr. Peck think that if the patient is hyper- 
sensitive to a high dilution of tuberculin her lesions are more likely to be tuber 
culids than lesions of tuberculosis? It is known that granuloma annulare is an 
anergic manifestation of tuberculosis. 

Dr. Maurice UMansky: It is not uncommon for patients with this type of 
lesions to react negatively to tuberculin. This was considered as evidence favoring 
the tuberculous origin of granuloma annulare. This patient gave a strong reaction 
to the Mantoux test. Her family and personal history indicate the presence of 
tuberculosis. (She had pleurisy twice and involvement of the apex of the lungs 
several years ago.) The diagnostic tuberculin test had an unexpected therapeuti 
effect. The lesions showed a marked involution. They flattened down consider- 
ably on the right hand and were hardly more noticeable on the back of the left 
hand. The last fact indicates some affinity between the old tuberculin and the 
granuloma annulare. In spite of the absence of a “positive anergy” in this case. 
the tuberculous infection may possibly have served as an etiologic factor in the 
development of the lesions. 


A CASE For DiaGNosis (Eruption DUE to A DruG? SUPERFICIAL EPITHELIOMA ?) 
Presented by Dr. IstporE M. LASHINSKyY. 


This Negress, a housewife aged 21, born in the United States, is a patient of 
the Morrisania Clinic of the New York City Hospital. She states that she has 
had this eruption for about one year. She has been in the habit of taking ex-lax. 

Just above the right eyebrow laterally there is a nickel-sized circumscribed 
erythematous lesion topped with tiny scales. The central portion shows super- 


ficial ulceration. 
The Wassermann test of the blood was negative, and the urine was normal 
The report on the biopsy was inconclusive. 


DISCUSSION 


Dr. CHARLES WoLF: The patient states that she has had this lesion for about 
a year. The lesion is not infiltrated; it is rather superficial, and there is some 
atrophy. The diagnosis of lupus erythematosus suggests itself in spite of the 
unusual location. 

Dr. SAMUEL FELDMAN: I saw this patient about three or four months ago. 
At that time, there was a dry scale covering the lesion, which had a red margin. 
I made a diagnosis of lupus erythematosus. When the patient was again seen 
three months later the lesion was ulcerated. I made a biopsy, which showed that 
the epithelium was completely denuded in half of the area, and no dilated follicles 
or horny plugs were seen. All that I was able to find in the cutis was an inflam- 
matory process. What the lesion is I do not know, but the diagnosis of lupus 
erythematosus can be excluded. 

Dr. F. E. Cross: Clinically, the lesion does not look like lupus erythematosus 
or like an eruption due to a drug. To me it looks more like a superficial epithelioma. 
It has a definite ribbon-like border with ulceration, crusting and formation of a 
scale. 

Dr. Leo Sprecet: From the appearance of the lesion as seen for the first 
time and under rather poor light I should make a diagnosis of lupus erythematosus. 
I do not think that it is an epithelioma. I suggest that a therapeutic test with a 
gold preparation be made. 

Dr. IstporE M. Lasuinsky: The fact remains that the patient has been taking 
ex-lax for the past year, a period corresponding to the duration of the lesion, and 
she had never ingested this drug before that. 
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i1EN PLANUS OcREAFORMIS. Presented by Dr. CuHartes A. GREENHOUSE. 

This man, aged 67, born in Italy, presents an eruption on both legs of about 

e years’ duration. It began round the ankle joints and in the course of three 
ears spread upward toward the knee joints. Scratching to relieve itching causes 

sicles to appear in the affected areas. There are also some exudation and 

ation of crusts. The itching ceases when the blisters open. For the last 
ur or five years the condition has remained stationary. 

On both legs, from the knees to the ankles, there is an eruption which com- 
pletely covers the areas involved and is composed of numerous discrete purplish- 
red papules about the size of a lentil. There is considerable pigmentation. The 
region near the knee is hyperkeratotic. 

[The Wassermann test of the blood was negative. 

The histologic examination revealed hyperkeratosis. The malpighian layer 
showed considerable hypertrophy. The basal cell laver was deeply pigmented. 
lhe papillary layer was markedly increased in thickness and was fibrotic. The 
reticular layer and the basal cell and papillary layers were infiltrated with cellular 
foci of various sizes. These cells consisted mainly of endothelial leukocytes and 
lymphocytes. The blood vessels were hypertrophied. 


DISCUSSION 

Dr. Paut Gross: I have seen and presented cases of this type of eruption 
under the name of lichen planus moniliformis, but of course this is only a matter 
of nomenclature. The important point is that the eruption is not a variety of 
lichen planus but a type of circumscribed neurodermatitis (lichen simplex Vidal). 
In the case under consideration this is borne out by the lack of any features of 
lichen planus in the histologic picture. Although I realize the difficulties, espe- 
cially in hypertrophic types of lichen planus, some histologic features of lichen 
planus should be present to justify the diagnosis. 

Dr. Davin L. SATENSTEIN: There are some dermatologic conditions in which a 
microscopic diagnosis is possible, and lichen planus is one of them. To make this 
diagnosis there should be some characteristics of lichen planus, but I notice no 
such characteristics in this case. I cannot fit this case in with the picture of lichen 
planus at all. I suggest the possibility of lichen chronicus simplex but do not 
offer a definite diagnosis. 

Dr. VAN AtstyNE H. Cornett: I suggest the diagnosis of chronic papular 
dermatitis. 

Dr. C, Lerner: I do not know what the diagnosis is, but I cannot conceive 
{ lichen planus having the color, or rather the absence of color, that these lesions 
show. I have never seen lichen planus so markedly hyperkeratotic and so waxy 
In appearance, 

Dr. AktTHUR SAYER: The disorder looks like prurigo nodularis on account of 
the location and nodular character of the eruption. 

Dr. Max SCHEER (by invitation): It is easier to say what the condition is not 
than to decide what it is. It is not prurigo nodularis for that disease always 
causes intense itching. The lesions in prurigo nodularis are always much fewer 
in number and well spaced. Prurigo nodularis is the same as neurodermatitis. 
| do not think that this is a neurodermatitis. I am inclined to agree with the 
diagnosis of the presenter, even though it is not borne out by the histologic section. 
One histologic specimen may not be sufficient to give a true picture of the con- 
dition. 
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Dr. CHARLES A. GREENHOUSE: The name lichen planus ocreaformis, or ¢h, 
“shin-guard type” was used by Lieberthal in 1915 to describe a case that he 
reported (Unusual Case of Lichen Planus, J.:Cutan. Dis. 33:395, 1915). Th; 
patient’s eruption is an exact replica of the picture in Lieberthal’s case which 
Sutton described in the last edition of his book. Clinically there is no doubt 
that the case shows features resembling those of lichen planus hypertrophicys, 
The pathologic picture in my case, as mentioned in the history, is not such as on 
would expect to find in a case of lichen planus. 


LICHEN PLAaNus (Sprnous Lesions AND AtroPHY). Presented by Dr. Samu; 
FELDMAN. 

This man, a street cleaner aged 37, had an itching eruption on the body about 
there months ago. The rash appeared first on the arms and later spread 
the trunk. 

When I first saw the patient, about five weeks ago, there was an eruption of 
reddish globular papules involving the trunk and extending as far down as th: 
upper third of the thighs. There was also involvement of the upper extremities, 
though the backs of the phalanges were free. The papules were discrete. Ther 
was no patch formation, but a tendency toward a circular and semicircular 
arrangement denoting the outline of the hair follicles was present. Each papule 
was capped by a horny plug, and where the plug had fallen out there was a dilated 
follicle with a small pigmented crater in the center. In front of and behind both 
ears, on the trunk, particularly in the lumbar region, and to a lesser degree on 
the forearms, there were flat, annular, shiny, violaceous papules of lichen planus. 
These papules showed an early tendency to involution, and after a few weeks 
most of them disappeared, leaving dark brown spots. The spots retained the 
annular outline, but the surface was somewhat depressed and wrinkled, showing 
the presence of definite atrophy. 


The scalp was red and scaly. There was hyperkeratosis of the hair follicles. 
In some areas the hairs had fallen out and the skin was smooth, shiny and atrophic. 


DISCUSSION 

Dr. Paut Gross: I am much interested in this case. I did not think that 
the question of lichen acuminatus and pityriasis rubra pilaris was a matter for 
discussion any longer. Moreover, this is a good example of the condition described 
by Graham Little, McCafferty and others as folliculitis decalvans et atrophicans 
associated with lichen spinulosus. The question in those cases concerns the under- 
lying condition, and while at first the authors believed that several conditions 
may produce the same picture, later Graham Little considered the disorder to be 
an atypical form of lichen planus. The patient presented tonight shows clearly 
the coexistence of simple lichen spinulosus with typical lesions of lichen planus; 
and with small papules of lichen planus with superimposed spines. 

Dr. Davin BLoom: I remember one patient with lichen planus in whom during 
a course of treatment with mercuric salicylarsenate there developed lesions ot 
lichen spinulosus exactly like those of the patient presented tonight. 

Dr. Davin L. SATENSTEIN: I did not see any lichen spinulosus. My conception 
of lichen spinulosus is that the lesions run along the hair line and that there is no 
erythema. In this case there is marked erythema around the follicle openings. 
I think that the condition is follicular keratosis. I could not make out any lesions 
of lichen planus. The diagnosis would have to be proved microscopically. 

Dr. Max ScHEER (by invitation): I believe that this patient has a fortuitous 
combination of two diseases, lichen planus and lichen spinulosus. This combination 
is rare. I have seen only one such case before. The other diagnoses mentioned 
do not apply to this case at all. 

Dr. CHartES Worr: The diffuse character of the eruption contraindicates 
the diagnosis of lichen spinulosus, since lichen spinulosus appears in limited 
patches. 
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Dr. C. LERNER: It is my impression that in cases of lichen planus the lesions 
occur on the face or on the back of the ears as a rule become more pigmented 
than those on other parts of the body and are almost black. I noticed a few such 
ns behind the ears of this patient. They also show definite atrophy. As to 
follicular lesions, I can simply say that they have the typical color seen in 


esi( 


the 


cases of lichen planus, and histologically they may have the cellular infiltration 


surrounding the follicles. 

Dr. ApotpH RosTENBERG: I have seen typical lesions of lichen planus on the 
forearm and also definite follicular lesions on the body. My diagnosis is lichen 
planus associated with Darier’s disease. 

Dr. Paut Gross: The points brought forward against a diagnosis of lichen 
pinulosus are not convincing. For years the condition has been regarded as a 

drome which may be superimposed on a variety of cutaneous diseases. 

Dr. H. Kem. (by invitation): A peculiar clinical feature deserves attention. 

nearly all the cases that are presented here and elsewhere the lesions of the 
ype of lichen spinulosus seem to occur with lichen planus of the scalp. 

Dr. SAMUEL FELDMAN: In answer to Dr. Bloom, I want to say that the follic- 
ular lesions were present long before the patient received any treatment. The 
nflammatory reaction around a follicular papule does not preclude the possibility 
of its being something besides follicular keratosis. Pityriasis rubra pilaris is 
definitely a red papule with a follicular plug. This was also the characteristic 
appearance of the papule in the case which I described. Of course, more precise 
knowledge of the histologic structure will be obtained after a biopsy is made. 
ere is certainly no resemblance between this condition and Darier’s disease. 
This case is definitely one of lichen planus with acuminate lesions and some 
atrophy. The keratosis on the palms may be due to the fact that the patient is a 


Th 
Lh 


street cleaner. 


DERMATITIS MEDICAMENTOSA (QUININE). Presented by Dr. SamMuet FELDMAN. 


This man, a teacher aged 46, had an itching eruption on the legs which was 
diagnosed as eczema due to varicosities. About one month ago he received three 
injections for varicose veins from the family physician. Quinine hydrochloride 
and ethyl carbamate (urethane) were injected. After the third injection an erup- 
tion appeared first on the extremities; it spread rapidly and soon became gen- 
eralized. The face, neck, palms and soles remained unaffected. 

The eruption consists of oblong macules and flat patches which join to form 
a network. The color is brick-red and does not disappear on pressure. In many 
locations, especially on the lower extremities, pinpoint hemorrhagic areas are 
present. In several places on the legs the hemorrhagic lesions have coalesced to 
form circular patches. 

DISCUSSION 

Dr. CHARLES Wor: In most cases the eruptions produced by quinine itch 
intensely. In this case there is no itching. However, this patient states that he 
has taken atropine, and that raises the question as to whether the eruption is due 
to quinine or to atropine. 

Dr. Paut Gross: In 1915 I saw and treated thousands of cases of malaria, 
hut I saw only few eruptions due to quinine. 

Dr. Paut Gross: I wish to mention that after injections of quinine for 
varicose veins my co-workers and I have seen both dermatitis venenata surround- 
ing the site of the injection and toxic erythema on the distal parts of the body. 
One has to be careful in giving quinine to hypersensitive patients. 

Dr. SAMUEL FELDMAN: I wish to state that this patient received the atropine 
after the eruption had appeared. Therefore, the condition cannot be due to 
atropine. Whether ethyl carbamate can produce such an eruption I do not know. 
I found no reference dealing with eruptions due to this drug in the available 
literature. 
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LyYMPHOGRANULOMA INGUINALE. Presented by Dr. Istpore M. LASHINSky. 

This Negro, aged 43, born in the British West Indies, married, a fireman. 
was referred to the clinic for cutaneous diseases of Mount Sinai Hospital for antj- 
syphilitic treatment on Feb. 14, 1935. 

About thirteen years ago the patient suffered from secondary syphilis, 
which he received five intravenous injections of arsphenamine. He had gonorrheg 
twenty vears ago. 

He was admitted to the hospital on Dec. 15, 1934, because of abdominal pain 
and bloody stools. A tentative diagnosis of amebic abscess could not be confirmed 

The patient, a tall, well developed Negro, presents large, protruding, polypoid 
tabs around the anus, which give the impression of hemorrhoids. In fact, the 
patient underwent hemorrhoidectomy one year before admission. 

There are narrowing of the lumen and a nodular thickening of the walls oj 
the rectum and a marked ulceration of the anterior wall, about 6.5 cm. above th 
anal opening. An enema of barium sulphate revealed a stricture of the rectum. 
The inguinal glands are not palpable. Two Frei tests, performed on two occasions 
with controls, gave positive results. The Wassermann reaction of the blood was 
4 plus. The urine was normal. 

Material for biopsy taken from the rectal ulceration showed chronic inflam- 
matory changes. 

DISCUSSION 


Dr. IstporE M. LAsutnsky: Kitchevatz in a series of experiments (Bull. So 
frang. de dermat. et syph. 38: 1166 [July] 1931) attempted to prove that there is 
a close relationship between chancroid and lymphogranuloma inguinale. His 
theory is that chancroid sensitizes the patient in such a way that a subsequent 
reinfection with chancroid material results in a lymphadenopathy which in cours: 
and clinical characters is identical with lymphogranuloma inguinale. Accordingl) 
one may expect that occasionally a patient with chancroid will give a positive 


Frei test, and this throws some doubt on the high specificity of the Frei test. 

Dr. Davi Broom: According to my own experience and from what I read 
in the literature, patients with chancroid react negatively to the Frei test unless 
they also have lymphogranuloma inguinale or have been infected previously with 
the virus of that disease. I have had under observation a few patients, such as 
the one presented, with stricture of the rectum who reacted positively to the 
Frei test. 

Dr. Louts CHarGcin: While the test is undoubtedly specific, the question 
should like to ask is: Is it highly specific, and how frequently are false positive 
reactions obtained ? 

Dr. Davin Bitoom: In answer to Dr. Chargin, I wish to state that the Frei 
test is regarded as being highly specific. 

Dr. Marion B. Sutzpercer: I wish to answer Dr. Chargin’s question even 
more emphatically than Dr. Bloom did. The Frei test is, in my opinion, the 
most diagnostic of the intradermal tests that one can perform. Nearly all the 
tests that one performs with bacterial allergens are specific. However only a few 
are diagnostic. Perhaps my meaning would be clearer if I said that the tuberculin 
test is specific; but in adults it is certainly not diagnostic, whereas the Frei test 
is generally diagnostic and not only specific. I have performed many hundreds of 
such tests and have seen no really false positive reactions. 

As far as this case is concerned, the positive Frei test and the clinical pictur 
go well together. This is a rather late manifestation of the infection with this 
virus. The lesions in this case are strictures due to scarring, and the resultant 
elephantiasis is due to blocking of the lymphatics. 

I cannot understand some of the previous remarks. It is certainly not m) 
experience nor the general opmion that a chancroid produces a positive reaction 
to the Frei test. There are several reasons that one has thought that the Frei 
reaction is not specific. 1. The disease venereal lymphopathy is much more 
widespread than was formerly believed. 2. Many of the manifestations of this 





SOCIETY TRANSACTIONS 


sease are hidden and are not found without careful examination. In other 
rds, patients apparently free from this disease or from any signs of it who 
te that they have had no buboes or venereal infection may nevertheless have had 
eal lymphopathy. 3. An infection with the Frei virus is usually acquired by 
| intercourse. Such venereal infections are, for obvious reasons (prostitution, 
often associated with other venereal diseases; hence a high percentage of 
rsons who show a positive reaction to the Frei test have or have had gonorrhea, 
syphilis or chancroid. This at first led to the supposition that the accompanying 
venereal diseases, such as gonorrhea, syphilis, etc., might have caused the rectal 
trictures and elephantiasis and the positive reaction to the Frei test. In the 


SU 


ajority of instances this supposition has been proved untenable. 


Ud 


Dr. THeoporE RoseNTHAL: I agree with the diagnosis of the presenter. The 
ssibility that the patient has syphilis should not be overlooked. Antisyphilitic 
treatment should be given a trial, and the results should be noted before any 
therapy for the lymphogranuloma inguinale is instituted. 

Dr. Davin Bitoom: At the Bellevue Hospital one sees numerous cases of 

tal stricture due to lymphogranuloma inguinale. The opinion that male 
patients are less frequently affected with strictures should be changed, for the 
trictures are seen as often in male as in female patients. Race also is no barrier 


to this condition for white persons are affected as often as Negroes. It is true, 


however, that female patients rarely show the typical involvement of the inguinal 
plands. In fifty cases of lymphogranuloma inguinale only two women showed the 


pical inguinal adenopathy. 

Dr. Marion B. SutzperGer: The types of rectal stricture which were 
formerly attributed to gonorrhea or syphilis are in the great majority of instances 
in all probability due to the virus of venereal lymphopathy. Syphilitic and gonor- 
rheal strictures, if they occur, are so rare as to be of little practical significance. 


Pempuicus (Curep?). Presented by Dr. Marton B. SULZBERGER. 


This Jewish housewife, aged 36, born in Poland, came to the clinic for 
cutaneous diseases of the New York Post-Graduate Medical School and Hospital 
presenting a vesicular and bullous eruption of four months’ duration. It began 
on the neck and gradually involved the rest of the body. She complains of grow- 
ing weakness, occasional chills and headaches. The past history is essentially 

relevant. 

The patient presents a fairly generalized vesicular and bullous eruption. The 
bullae arise from a noninflammatory base. The content of the bullae ranges from 
clear to bloody-yellowish exudate. Lesions developed in the mouth and epiglottis 
on the third day of the patient’s stay in the hospital. Almost daily new bullous 
lesions appear in the mouth and on the skin. 

The Nikolsky sign was positive. The Pels-Macht test gave normal results. 
rhe red cell count was normal. The differential count showed 10 per cent eosino- 
phils. The fluid from a bleb showed 18 per cent eosinophils. A patch test with 
potassium iodide showed a single large bulla. 

Intravenous treatment with germanin has been instituted. There was a severe 
reaction after the third injection, manifested by a marked exacerbation of the 
eruption, renal damage and a rise in temperature to 105 F. After the reaction, 
injections of a liver preparation were given biweekly. Treatment with germanin 
was continued, and the drug is now well tolerated. The improvement is rapid. 
Fourteen days after the sixth injection of germanin the eruption cleared up 
entirely, 

DISCUSSION 


Dr. Marion B. SutzperGer: The patient presents a fairly typical picture of 
pemphigus, that is, if one can still make a diagnosis of pemphigus clinically and does 
not demand that the patient die in order to confirm the diagnosis. But the reason 
this case is brought up is because of the intolerance to germanin. Judging by 
European reports almost all authors agree that the best results in the treatment 
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of pemphigus are obtained by the use of germanin. However, germanin is jre- 
quently not well tolerated, and in many cases one has to stop giving it. After two 
or three injections either renal damage begins to develop or a cutaneous eruption 
associated with a high temperature; lesions like those of multiform erythema and 
sometimes purpuric and hemorrhagic eruptions appear. One has the impression 
that the patient will not die of pemphigus but will perhaps die of the effects of 
germanin. This woman had such a severe reaction after the third injection of 
germanin that Dr. Kasanjian, who treated her with me, did not dare continye 
the treatment. Then I decided to give the patient injections of a liver preparation 
in an attempt to detoxify her and to increase her tolerance. Since then she 
tolerates maximum doses of germanin at short intervals (about three or four days), 
and the pemphigus at present is entirely cleared up. 

I should like to recommend the trial of injections of a liver preparation in an 
attempt to increase the tolerance to other drugs, such as arsphenamine, gold 
salts, etc. 

Dr. N. KASANJIAN (by invitation): After the severe reaction I administered 
one tenth of the usual dose, which the patient tolerated well, and at the same time 
gave her injections of a liver preparation at the suggestion of Dr. Sulzberger, 
I increased the dose to one-half, and no reaction followed. Then she received 
three full doses and showed no reaction. The severe reaction following the admin- 
istration of germanin was due not to a sensitization to the drug but to a severe 
toxic action. 

Dr. Paut Gross: I am familiar with the excellent results reported abroad 
regarding the treatment of pemphigus with germanin, but later reports speak of a 
sufficient number of failures to curb the enthusiasm about that drug, especially 
in view of the severe reactions. I had good results in one case with liver extract 
but saw complete failure in another. 

Dr. Henry Sitver: A year ago at the Bronx Hospital, Dr. Rostenberg and | 
subjected a series of patients with pemphigus to various forms of therapy. The 
results obtained with intravenous injections of a 0.5 per cent solution of methyl- 
thionine chloride seemed in the beginning to be satisfactory. When I presented 
one of the patients before this society, I cautioned, however, against too 
enthusiastic an evaluation of the good results obtained, and that with good reason. 
The patient soon had a recurrence and died six months later in another hospital. 

The reactions following germanin are quite severe. There is an exacerbation 
of the eruption, with appearance of new lesions, an elevation of temperature and 
severe involvement of the kidneys. It takes about from eight to ten days for 
the reaction to subside. After the drug is given again the same reaction occurs. 
Treatment with germanin in severe cases of pemphigus has proved unsatisfactory. 

Dr. Maurice UmMansky: I gave germanin to a patient suffering from 
pemphigus vulgaris. I used one fourth of the usual dose for the first injection. 
Gradually I increased the dose until I reached the prescribed dose of a full ampule. 
The eruption showed improvement, and no new bullae appeared. After the sixth 
injection nephritis with dropsy developed, and the patient soon died. 

Dr. Leo SpreceL: I used germanin about three years ago in treating a patient 
with severe pemphigus for which many remedies had been used. Germanin was 
given in half the dosage called for: The patient received two injections. She 
reacted unfavorably: a severe toxic eruption and a severe nephritis resulted. She 
refused further treatment and insisted on being released from the hospital. 


Dr. Van A.tstyNE H. Cornett: Dr. Greenhouse has reminded me that one 
of Dr. Silver’s patients later came to the Metropolitan Hospital and died there. 


Dr. W. Sacus: Has germanin been given to patients without pemphigus, and 
if so, was the same type of reaction observed? 

Dr. Marion B. SuLzBeRGER: Germanin is used in the treatment of sleeping 
sickness. The injections can cause reactions no matter for what condition the drug 
is administered. 
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Dr. Max SCHEER (by invitation): It is interesting to me that every new treat- 
ent for pemphigus is followed by some good reports. It has been the same with 
ethylthionine chloride, large doses of arsenic, etc. Dr. Wise at one time advocated 

. yse of large doses of arsenic. The fact that some patients get well cannot be 
ttributed to a particular form of therapy. 


Dr. Davin Broom: I was recently impressed by the recovery of a moribund 
natient with pemphigus at the Bellevue Hospital. After about eight injections of 
from 5 to 10 cc. of a 0.5 per cent solution of methylthionine chloride intravenously 
the universal bullous eruption ceased and the patient recovered completely. 
\lthough the recovery became manifest after the patient had received a solution 
of potassium arsenite I could not help thinking that the methylthionine chloride 
brought about his recovery. I think that this drug is worth a further trial. 

Dr. SAMUEL FELDMAN: I had an opportunity to observe the cases to which 
Dr. Silver referred. Two patients were discharged, and one of them died. The 
other is still alive and well. One patient became markedly worse after the treat- 
ment with methylthionine chloride. In other cases methylthionine chloride has 
been of little value. Treatment with germanin at the Morrisania Hospital has not 
heen satisfactory. One patient received a few injections and died within three 
weeks. 

Dr. Marton B. SuLzBerGerR: I do not think that germanin is a cure for 
pemphigus. What seems more interesting to me is my experience with germanin, 
namely, that once the patients get a severe reaction from it (and this woman 
had such a severe reaction) each succeeding injection produces a similar reaction. 
In this woman that was not the case, as I have stated. After her severe reaction 
to the drug I gave her injections of a liver preparation with the purpose of trying 
to increase her tolerance to germanin; and the fact must be recorded that her 
tolerance was increased. I do not say that it was increased because the liver 
preparation was given, but one can note chronologically that the liver preparation 
was given and the tolerance was subsequently increased. It may be worth while 
to try the combined use of a liver preparation and germanin in cases of pemphigus. 
The results in my case were rapid and startling. 


Psorrasis Pustutosa. Presented by Dr. Davin Boom. 


This Negro, aged 32, whose grandfather was an Indian, presents on the inner 
side of the left heel an irregular hyperkeratotic patch which is partly excoriated. 
On the plantar surface of the left large toe and extending to its base there is a 
similar hyperkeratotic lesion, linear in shape. The duration of these lesions is 
eight months. 

The Wassermann test of the blood was negative. Scrapings from the lesions 
were negative for fungi. The examination for gonorrheal infection gave negative 
results. 

The histologic examination showed psoriasis and a large intra-epidermal pustule. 


LicnEN ScLterosus? Presented by Dr. Henry SI ver. 


This white woman, aged 45, has been a patient at the clinic for cutaneous 
diseases of the Bronx Hospital since January 1935. Her past and family histories 
are irrelevant. She complains of discoloration and hardening of the right breast, 
which has existed for the past ten years. 

The condition involves the upper part of the right breast and extends above 
toward the clavicle and laterally to the anterior axillary fold. The lesions are 
discrete, round, yellowish-brown or white; some are slightly wrinkled and 
depressed. 

On histologic examination pseudoxanthoma elasticum was ruled out, but a 
definite diagnosis cannot be established. 


DISCUSSION 
Dr. W. Sacus: I examined the histologic section. The changes did not 


suggest pseudoxanthoma elasticum. A careful histologic study is necessary to 
arrive at a definite diagnosis. 
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Dr. Paut Gross: If another biopsy can be made the specimen should be 
stained for amyloid, since amyloidosis of the skin of the Freudenthal type should 


be considered. 

Dr. SAMUEL FELDMAN: Clinically the picture resembles that of lichen sclerosus, 
There are white shiny papules with depressed centers. That was the condition 
present in the early stage in my first case. The papules may run together to 
form a patch, and it is also possible that they remain discrete. Should the histo- 
logic structure be similar to that of scleroderma it would serve to corroborate 
the diagnosis because in all these cases the sections present the microscopic picture 
of scleroderma. 


CHICAGO DERMATOLOGICAL SOCIETY 
Max S. Wien, M.D., Secretary 
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Sarcorp. Presented by Dr. Ortiver S. Ormssy and Dr. CLAarK W. FINNERUD. 


This woman, aged 39, was presented before this society by one of us i 
February 1919 (J. Cutan. Dis. 37: 626, 1919). At that time the disorder had 
been present for five years. There were lesions on the face, arms, forearms, 
wrists and fingers. On the face were firm bluish-red, nodular plaques, one on 
each cheek and a smaller one extending over the nose. The plaques on the 
cheek were about 2 inches (5 cm.) in diameter. On the arms and forearms wer: 
bluish-red discolorations, beneath which deep nodules could be palpated. On the 
wrists and dorsal surface of the hands were large firm, subcutaneous nodules 
of varying size, the largest being as large as a filbert nut. On each finger wer« 
one or more soft globular swellings, some of which were bluish red, while others 
were not discolored. These masses produced a deformity suggestive of arthritis 
deformans. A roentgenogram revealed cysts in the bones of the distal phalanges. 
The histologic section showed masses of cells surrounded by definite tissue 
capsules; some giant cells were also present in the section. A thorough his- 
tologic and bacteriologic investigation of this case was made and reported by one 
of us (Finnerud, C. W.: A Clinical, Histologic and Bacteriologic Study of a Case 
of Multiple Benign Sarcoid of Boeck-Darier-Roussy, ArcH. Dermat. & Sypn. 4: 
342 [Sept.] 1921). The investigation disclosed no definite concomitant tuberculous 
changes. 

Now there is an extension of the condition with other definite changes. Ther 
are nodules and plaques located chiefly on the face and upper extremities, but 
also on the upper portion of the chest anteriorly, on the front and sides of the 
neck and on the scapular regions. These lesions consist of soft, light reddish- 
brown to dull reddish-brown areas of irregular outline, the infiltration scarcely 
elevating the surface of the skin. The involvement of the face is in butterfly 
pattern and practically diffuse, the center of the cheek being atrophic and telan- 
giectatic over an area larger than a silver dollar on each cheek. The nose shows 
something of a parrot-beak configuration; the skin over it is atrophic, and a 
large portion of each ala nasi is absent. Similar areas of atrophy and telangiec- 
tasia are present beneath the chin and over the manubrium. The involvement 
of the upper extremities is most marked on the extensor surfaces, where approxi- 
mately two thirds of the surface of the skin is involved. The fingers are markedly 
deformed, especially the distal phalanges, which are flexed and laterally distorted. 
Each little finger is markedly shortened and contains a soft, large tumor which 
covers the flexor surface of its proximal phalanx. The other fingers are similarly 
but less markedly involved, especially about the joints, including the metacarpo- 
phalangeal joints. There is no palpable lymphadenitis, and the skin and joints in 
other portions of the body are of normal appearance. 
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DISCUSSION 


Dr. H. E. Micuetson, Minneapolis: A view of tuberculosis has come to us 
ntly from the staff that has charge of much of the work on tuberculosis in 
{inneapolis. It is known that a previous tuberculous infection does not protect 
he patient from subsequent infection but rather sensitizes him and aggravates 
rather than attenuates the next infection. I am impressed more and more with 
he fact that tuberculosis of the skin as a disease is not cured. The lesions dis- 
ppear, but the patients frequently return with new outbreaks. I do not believe 
t enough attention has been focused on the degree of internal involvement, and 
ce modern methods of diagnosis are greatly improved I believe that every 
»atient in whose case a diagnosis of cutaneous tuberculosis is made should be 
subjected to a careful investigation for internal involvement. 

Dr. Uno J. Wire, Ann Arbor, Mich.: I think that this case is unique in more 

s than those Dr. Michelson has noted, largely because of the fact that when 
the patient was first seen the disorder conformed to the picture of sarcoid as it 
is known today; now the manifestations are far more extensive than those which 
he members who were abroad saw in cases of the same disease and more 
extensive than those in any case I have seen in this country. This patient’s 
symptoms represent just -another unusual finding in cutaneous tuberculosis in 
which there is a constantly changing picture from one clinical type to another. I 
believe that the extensive telangiectasis, as Dr. Ormsby stated, is not dependent 

the radiation but is an unusual finding in this case. In spite of the changes in 
the bones that are present in this patient, I think that the condition resembles 

mewhat an extensive lupus vulgaris of the Leloir type. 

Dr. M. H. Epert: It occurred to me that if this patient’s disease is classified 
as sarcoid—sarcoid is considered as of hematogenous origin—it appears as though 
the process developed by peripheral extension; this would seem to suggest that 
he organisms grew in the skin rather than were distributed to the skin 
through the blood stream. 

Dr. Uno J. Wirk, Ann Arbor, Mich.: I might suggest that the changes in 
hones are an evidence of hematogenous infection. I do not know whether one 
has a right to believe that other structures are not involved until an autopsy is 
performed. 

Dr. Ortver S. Ormssy: Roentgen examination shows nodules of sarcoid in 
the chest. The involvement is not as extensive as in other places, but there is 
sarcoid infiltration in the lungs. 

Dr. CrarK W. FInNerup: I think the members all feel that true sarcoid, 
whether of the superficial or of the deep type, usually responds in time to 
arsenical medication. This patient has had considerable arsenic, and she has, I 
think, received practically every other kind of therapy that has ever been sug- 
gested for sarcoid. I think that the reason there has been no appreciable 
response is that her disease is of the type of lupus pernio. Many years ago the 
case was studied thoroughly, but we were unable to demonstrate the tubercle 
bacillus. This was some time before Kyrle’s work. He found that in the old 
lesions he could not demonstrate the organism, whereas in the new lesions it was 
found in some instances. I think that if at the time the patient was first seen 
new lesions had been examined we might have been successful, but the inoculations 
f animals and all other methods gave negative results. The changes in the 
bones were such as Dr. Ormsby stated, and the histologic changes were those seen 

cases of sarcoid, both of the superficial and of the deep type. 

Dr. Louris A. BrunstinG, Rochester, Minn.: Was tuberculin used? 
Dr. O'Leary and I have observed over a period of several years a man, aged 36, 
who presented multiple disseminated sarcoids over the neck and trunk. Over the 
face and scalp there were similar nodules together with plaques showing plugging 
and atrophy, which, clinically and histologically, were suggestive of lupus erythem- 
atosus. Therapy with subcutaneous injections of weak tuberculin was instituted, 
but after the third treatment there was a febrile systemic reaction with aggravation 
of all the existing lesions, which persisted for several months. The patient was 
later given gold sodium thiosulphate intravenously. After two years the skin 
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was almost clear except for residual alopecia. We were inclined to ascribe the 
favorable turn, in some measure, to the reaction associated with tuberculin therapy, 

Dr. Otiver S. Ormssy: This patient did not respond to arsenic therapy, 
She had arsenic for two or three years; in similar lengths of time some other 
patients have responded well, but her response was nil. She has had treatment 
with gold sodium thiosulphate for almost two years, not consecutively but at 
different times, and she has received large amounts of a bismuth preparation, 
The amount of roentgen therapy on the hands was not great, nor was radium 
used intensively. I think that the therapy has no connection with the telangiec- 
tasis, for it occurs in areas not treated by radiation. One of the patients shown 
at the International Dermatological Congress presented almost as much telangiec- 
tasia as this patient, while other patients did not show telangiectasia. This patient 
has proved to have the most resistant case I have seen. 


SARCOMA (NEUROGENIC). Presented by Dr. FrepertcK R. SCHMIDT. 

This girl, aged 15, states that she has had a small, painless lump on the left 
forearm for ten months. When she was first seen the lesion was a hard, pink, 
elevated, flat, dime-sized plaque which fitted into the skin of the left forearm 
like a button. The surface was smooth and crossed by fine blood vessels. No 
other lesions of similar type were noted. There was no response to treatment 
with 1,400 roentgens; on the contrary, the lesion became larger and much harder, 

The plaque was excised and measured 15 mm. in diameter by 9 mm. in thick- 
ness. The epidermis over the infiltration was thin. Extending from just under 
the epidermis through the cutis into the subcutis was a sharply defined area 
made up of bundles of closely packed, large, clear cells interwoven with many 
spindle-shaped cells separated from each other by fascicula of connective tissue, 
as demonstrated by the Van Gieson staining method. There was a moderate 
degree of nuclear anaplasia. 

DISCUSSION 

Dr. Upo J. Wire, Ann Arbor, Mich.: The microscopic picture in this case 
did not look to me like that of a sarcoma. The lesions seemed to be made up 
almost entirely of nerve fibers and appeared to be more like those seen in cases 
of neuroma. 

Neurosarcoma may be a rare pathologic entity, but I do not believe that it is 
a clinically recognizable condition. 

Dr. FrepericK R. Scumipt: The exact nature, of the cells in these little 
tumors is not easy to determine, and certainly the cells are not uniform. Verocay 
showed that these are not fibromas but that the cells making up these tumors are 
undifferentiated nerve tissue. I presented the patient because the general pathol- 
ogist, Dr. Jaffé, diagnosed the tumor as a neurogenic sarcoma. Dermatologists 
do not usually regard these tumors in this way, but Dr. Jaffé was definite in his 
diagnosis. He stated that there is nuclear anaplasia and that most of the cells are 
large cells such as one does not often see in ordinary neuromas and schwan- 


nomas. 


SarcoMA. Presented by Dr. RuBsEN NoMLAND and Dr. Ratepu H. Scute (by 
invitation). 

This man, aged about 25, states that a lesion, first noted eight years ago, slowly 
enlarged to about the size of a silver quarter in two years’ time. The lesion 
healed almost completely after “injections in the arm,” but later it enlarged. 

There is a superficial ulcerated area about 2.5 by 2 cm. with a slightly irregular 
but definitely nodular border. There is scarring at the upper pole. The Wasser- 
mann reaction was negative. 

Histologic examination of a biopsy specimen revealed a new growth made up 
of cells with elongated, fairly pale-staining nuclei and a moderate amount of 
cytoplasm arranged in whorls. In the center of some of these areas there were 
cells containing pigment which became blue when tested with potassium ferro- 


cyanide. 
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DISCUSSION 


Dr. Paut A. O'Leary, Rochester, Minn.: The clinical appearance of the 
n is that of discoid lupus erythematosus. When there is a marked dis- 
repancy between the clinical appearance and the histologic picture in a certain 


ise it is well to make another biopsy. 

Dr. E. P. Zetster: It occurred to me that there is a possibility of a sarcoma 
eveloping in the scar of lupus erythematosus. Recently there have been reports 

cases of sarcoma developing at the site of lesions of lupus vulgaris, and, I 
ink, in one case sarcoma developed at the site of lesions of lupus erythema- 
sus. The lesion does not look clinically like a sarcoma. 

Dr. CLARK W. FINNERUD: I think that the specimen may have been taken 
rom a healed portion and that it shows, therefore, only a benign fibrous change. 
a specimen is taken from another region it may show the picture of lupus 
erythematosus. 

Dr. RuseEN NoMLAND: ‘There was a great discrepancy between the clinical 
appearance and the microscopic picture. Accordingly we made every effort to 
make sure that the section came from the patient shown. Microscopically there 
is a great deal that suggests the picture of an advanced stage of Kaposi’s sar- 
coma, with many cells bearing pigment shown to be hemosiderin. The question 
arises whether there could occur on the face a new growth analogous to the 
sarcoma of Kaposi, not malignant in itself, but possibly a histiocytic inflammatory 
tumor closely simulating Kaposi’s sarcoma. 

Note. A second biopsy specimen revealed on histologic examination an inflam- 
matory condition with large mantles of round cells about the vessels of the 
middle and upper portions of the cutis. The microscopic appearance was not com- 
patible with a diagnosis of lupus erythematosus. 


Ll 


ERYSIPELAS (CHRONIC) OF Nose. Presented by Dr. A. W. STILLIANS. 


This man, aged 65, an American shoe salesman, states that he was operated 
on for trigeminal neuralgia on Aug. 1, 1934, a postgasserian section of the nerve 
being performed by Dr. Loyal Davis. There was immediate relief from pain, and 
the wound healed promptly. On September 1 or thereabout the right side of the 
nose became red, swollen and scaly. Examination revealed within the nares 
a scaly patch from which blood oozed after the scales were removed. The 
patient states that he experienced four or five attacks of erysipelas between 1912 
and 1922 but has had none since that time. The erysipelas always began on the 
lobe of the right ear and spread rapidly over the face. 

Occupying the entire right side of the nose and extending on to the cheeks 
in the area between the lower lid and the sulcus between the cheek and upper 
lip is an edematous, red and slightly translucent area with a rough surface. The 
center is made up of hard papules and nodules. The right ala nasi is drawn up 
and eroded on the lower border, the erosion extending within the nares. There 
is no sensation in the skin of that region, except a creeping sensation when the 
surface is manipulated. The anesthesia to pinprick, heat and cold extended from 
midway between the vertex and forehead to the chin, involving about two thirds of 
the right side of the face. The patient is apparently well otherwise. 

An attempt to have an examination of the blood made before this meeting 
was in vain. Dr. Davis reports that in a series of 138 operations like the one 
performed on the patient he had never seen a similar occurrence. 


DISCUSSION 


Dr. Uno J. Wirtz, Ann Arbor, Mich.: I think I know what this condition is 
because about two years ago my co-workers and I described a case which occurred 
in a patient from our clinic. The disorder was identical with that in Dr. Stillians’ 
patient. The case was reported in the Arcuives (Loveman, Adolph B.: An Unusual 
Dermatitis Following Section of the Fifth Cranial Nerve, Arcn. Dermat. & Sypn. 
28: 369 [Sept.] 1933) as one of unusual atrophic disturbance of the skin. It 
occurred in a woman who had the same kind of operation for trigeminal neu- 
ralgia. Several months later there developed in the region of the supra-orbital nerve 
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a series of ulcerations which extended from the nose right up to the forehead 
and on to the scalp. The involvement was much more extensive than that 
Dr. Stillians’ patient. The lesions on the scalp have healed, but those on th 
nose have not. They look like this patient’s lesions but are more extensive. A} 
times they suggest infectious granuloma, and at other times, cancer. There js 
no sign of any degeneration or of any infectious granuloma. It is merely an 
attrition such as occurs in the atrophic changes seen in cases of leprosy or 
syringomyelia. Our case is the second in the literature, I think. 

Dr. M. H. Expert: I had hoped to be able to show today a dermatitis in 
young man, aged about 20, who is particularly unreliable and uncooperative. He 
was seen on Monday, and he promised to be here this afternoon, but he has failed 
to arrive. He has a peculiar dermatitis which follows the distribution of a brachial 
herpes zoster. The lesions are well defined; some of them are crusted, and some 
have more the appearance of what is called infectious dermatitis. My co-workers 
and I made a few simple tests which revealed marked trophic disturbances in the 
involved areas of skin. In another patient seen one year ago similar cutaneous 
lesions were associated with organic changes in the spinal cord. 

Dr. Paut A. O’Leary, Rochester, Minn.: My co-workers and I have seen 
three patients who have had dermatitis after a resection of a ganglion. Dr. Becker 
reported the first case ten or twelve years ago from the service of the Mayo 
Foundation (Dermatitis in Association with Disease or Injury of the Peripheral 
Nerves, Arco. Dermat. & SypH. 12:235 [Aug.] 1925). In each of our cases 
the eruption had the appearance of a persistent herpes involving the side of the 
face that was operated on. In Dr. Wile’s and Dr. Stillians’ patients the eruption 
is essentially an atrophic one. The difference in the character of the eruption 
suggests that perhaps the type of operation performed for relief from the neu- 
ralgia may explain the different type of reaction. I know that at the Mayo 
clinic the neurosurgeons resect a nerve centrally to the ganglion. I wonder if 
the same technical procedure was used on Dr. Stillians’ patient. In our cases th 
condition has come on within a day or two after the operation and has remained 
permanently. 

Dr. A. W. Stitirans: I presented the patient under this diagnosis becausi 
Dr. Davis was satisfied that the condition was not due to the operation. I should 
be glad to hear about the type of operation that was performed in Dr. Wile’s 
case. I should also like to know whether irritation by the patient would affect 
the condition. This patient complains of a typical tickling sensation when the 
skin is touched, and Dr. Lawless thought that it might be due to excessive rubbing 
by the patient. 


LicHEN PLanus. Presented by Dr. M. H. Eserr. 


This Negress, aged 21, known to have pulmonary tuberculosis, presents an 
eruption on the right elbow which, she states, has been present for one year, 


started as a small spot and then spread. There is little sensation. She had a 


similar patch on the right wrist four years ago; this was excised two years ago 
and has not recurred. 

There is an irregular patch about 1% inches (3.8 cm.) in its greatest diameter, 
with a well defined, raised, rolled border. The outline is formed by segments 
of circles. The center is hyperpigmented and appears atrophic. The Wasser- 
mann reaction was negative. 

Histologic examination of a section from the affected area showed hyperkera- 
tosis and marked acanthosis with edema of the rete cells. Well defined infiltra- 
tion of lymphocytes and connective tissue cells was noted in the papillary and 
subpapillary region. There was some migration of leukocytes through the epi- 
dermis. The line of demarkation between the rete pegs and infiltration was poor. 
Max Joseph spaces were present. The pigmentation had largely disappeared from 
the lower layers of the epidermis. Large chromatophores laden with pigment 
were present in the corium. 
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DISCUSSION 


RUBEN NOMLAND: I think that the clinical impression most of the 
bers have is that the condition is lupus vulgaris. The section presented is 
ewhat disconcerting, but I think that the picture it presents is within the 
its of a beginning lupus vulgaris. It consists almost entirely of epithelioid cells 
er than round cells, as in lichen planus. I think that the other features are 

compatible with the picture of lupus vulgaris than with that of lichen 


Dr. CrarK W. FInNerup: I did not think that the eruption looked like 
vulgaris clinically; in my opinion it resembled more granuloma annulare. 
Under high magnification the sections show an infiltration composed not alto- 
vether of round cells but partially of connective tissue cells. In lichen planus 
ne sees cells which are not epithelioid, but rather fibroblastic, and which may 
resemble these cells. I am not sure that this patient’s condition is lichen planus, 
I think that the histologic picture is more like that of lichen planus than 
that of any other disease. The eruption may be a tuberculid of some sort, 

hut it certainly is not lupus vulgaris. 

Dr. M. H. Expert: Some of the members may remember the case of the 
Negress I presented at the November 1934 meeting of the society (ArcH. DERMAT. 
& SypH. 31:753 [May] 1935) with the annular form of tuberculosis with small 
ring-shaped lesions on the back and on the cheek. The intern called my atten- 
t to the fact that in a ward he had found a similar case in a patient known 
to have tuberculosis. I at once thought that it was a case of lupus vulgaris, but 
vhen I saw the section I was surprised. I made a careful study of the section 
under oil immersion, and I am convinced that there are no epithelioid cells in 
the section. The infiltration consists of lymphocytes and connective tissue cells 
and is compatible with the picture of lichen planus. Another thing that is sug- 
gestive of lichen planus is that there are Max Joseph spaces in the section. There 
was not a marked hypergranulosis however. I think the histologic section resem- 


les the picture of lichen planus more than that of any other disease. Examina- 
on of sections taken from other parts of the block may reveal degenerative 
of the type found in granuloma annulare, but at present none has been 


YPHILIS (CONGENITAL) WITH ALopEcIA. Presented by Dr. JAMes H. MitcHetr 
and Dr. Ratpo H. Scutt (by invitation). 

This infant, aged 7 months, has alopecia which, according to the parents, was 
first noted five months ago. There are diffuse and circumscribed areas of alo- 
pecia with no other change, except a generalized macular café au lait eruption 
f the skin. The Wassermann reaction of the blood was 4 plus. 

The Wassermann reaction of the father and mother was negative three years 
ago. There have been three pregnancies. The first child is living and well; the 
second pregnancy resulted in a stillbirth, after eight months’ gestation. At that 
time the Wassermann reactions of the father and mother were negative. The third 
pregnancy terminated with the birth of the patient presented. Yesterday the 
\Vassermann reaction of the mother was 4 plus; that of the father, negative. 


\ Case For DraGnosis (PELLAGRA?). Presented by Dr. F. E. SeNear and 
Dr. MinniE O. PERLSTEIN (by invitation). 


This Italian woman, aged 21, presents an eruption of three months’ duration. 
She states that in October 1933, there developed in both cubital fossae a painful 
and pruritic eruption which gradually extended downward to involve both fore- 
arms, especially on the extensor surfaces. ‘The eruption persisted until April 
1934, when there was complete involution. The patient was free from eruption 
during the summer. In October 1934 an erythematous eruption developed over 
he dorsa of both hands; this rapidly spread to involve both forearms and the 
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upper portions of both arms up to the middle third. At the same time a si 
eruption developed over the dorsa of both feet and extended on to the | 
portion of the leg. Simultaneously with the onset of this eruption there appea 
burning of the tongue and pain, especially on eating hot or spicy foods, ’ “he 
patient has always followed a good mixed diet and has not taken an excessiy; 
amount of alcoholic beverages. There is no history of sunburn or of excessiy: 
exposure to the rays of the sun, and there has never been any gastro-intestina] 
or mental disturbance. 

The patient is well nourished. There is an eruption which involves the dorsa 
of the hands and extends in gauntlet-like fashion over the wrists. The forearms 
and lower halves of the upper portions of the arms show a dusky brownish-red. 
mottled, macular dermatitis with sharp margins and a fine branny scale. Th 
dorsal surfaces of the feet are hyperpigmented and reveal an involvement similar 
to that seen on the hands. The tongue is boggy and shiny, especially over th 
tip. Follicular hyperkeratoses are scattered over the dorsa of the fingers, th 
upper parts of the arms and the knees. 

A general physical examination gave essentially negative results. Gastric 
analysis showed: free hydrochloric acid, 26; total acidity, 46. 

Histologic examination of a biopsy specimen taken from the left wrist showed 
a slightly thickened epidermis. There was a thick, adherent, non-nucleated scale 
which dipped down into the widened follicular openings. There was slight inter- 
cellular edema of the epidermis; the granular layer was continuous and the basal 
layer intact. The papillae were edematous and the superficial vessels slightl 
dilated. About the vessels and in the papillae were loose mantles of cellular 
infiltration composed largely of lymphocytes, plasma cells and histiocytes. Theri 
was no abnormal pigment in the epidermis or corium, and no changes were seen 
about the sweat glands. 


it 


DISCUSSION 


Dr. Ortver S. Ormssy: There is no reason why the symptoms exhibited by 
this patient could not fit in with those present in the subsiding stage of pellagra. 


I saw a large number of patients with pellagra several years ago—many in an 
acute exacerbation—and they often showed symptoms similar to this patient’s dis- 
order. Patients with pellagra sometimes have a thickened area suggesting hyper- 
keratosis such as is present in this young woman. The symmetry is quite important, 
and her lesions are exactly symmetrical. I noticed that the lesions on the wrist 
completely encircle it. In most cases the eruption extends about three fourths 
of the way around, leaving an area of normal skin. I think that the diagnosis 
of pellagra is compatible with the findings. 

Dr. Paut A. O'Leary, Rochester, Minn.: The diagnosis of pellagra seems 
warranted. The appearance of the dermatitis only during the winter is a unique 
feature of the case. Several years ago I reviewed the records of a group of 
pellagrins who were residents of the northwestern part of this country and Canada 
(Study of 34 Cases in Localities Where Pellagra Is not Endemic, Northwest Med. 
27:319 [July] 1928). In that study I classified the cases into four groups. The 
first group comprised the cases of dietetic deficiency which clear up readily under 
dietetic readjustment. The second group comprised the cases in which the pellagra 
developed secondary to an obstructive lesion of the upper gastro-intestinal tract 
which made it impossible to ingest and digest the essential foods. The third group 
comprised cases occurring in insane and alcoholic patients who had not been eating 
for various reasons. The fourth group I called idiopathic; it included cases occur- 
ring in patients, practically all of whom were young, who had been on a full, 
normal diet but who, nevertheless, acquired pellagra. They were subject to repeated 
attacks of pellagra and responded little, if at all, to dietetic readjustment. It is 
from this fourth group that Dr. Ormsby and others seem to have drawn support 
for their belief that there is an infectious element in the etiology of some varieties 
of pellagra. 

Dr. JAMes H. MitcHett: Were any vitamins given in any form? 

Dr. Minnie O. Pertstern: The patient was seen only a few days ago, and 
no changes in the diet have been made. 
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Dr. F. E. Sencar: We thought that the clinical picture was compatible with 
of pellagra and were particularly impressed by the unusual history of recur- 
in the winter. 


FoR D1AGNosiIs. PityrtAsis Rosea? Presented by Dr. H. Rattner. 

This Negro, aged 18, presents an eruption on the face and neck of five weeks’ 

ration. The trunk and extremities are not involved. 

[he lesions are slightly elevated, discrete, scaly, pink and oval, their long axes 

lowing the lines of cleavage of the skin. There are no subjective symptoms. 

The Wassermann and Kahn reactions of the blood were negative. Scales were 

evative for fungi. 
DISCUSSION 

Dr. CLARK W. FINNERUD: I asked Dr. Rattner about the microscopic findings, 
and he said that in the preparations of potassium hydrate nothing of importance 
was found. The disorder appears to be an infection caused by a yeast or some 
ther fungus, possibly by Cryptococcus. I think it is worth while to do cultural 
studies, for these organisms often cannot be demonstrated in fresh preparations 
of potassium hydrate. 

Dr. JAMES H. MitcHeEtt: It might be well to paint the lesion with methyl- 
hionine chloride and then examine the scales in 25 per cent glycerin. 

Dr. RuBEN NoMLAND: I believe that this scaling disorder on the face is 
common in Negroes. I think that Dr. Scull described it accurately when he said 
that it is a common but as yet unnamed disorder occurring in Negroes. 

Dr. RatpH H. Scutt: I have seen a number of Negro patients, especially 
children, who show this branny, patchy scaling with depigmentation. Often the 
depigmentation closely resembles vitiligo. Frequently there is an associated 
seborrhea of the scalp. I have been unable to get any one to classify these disorders. 


Dr. James H. Mitcuett: I have a photograph of a white patient whom I 
saw from the beginning of an outbreak of pityriasis rosea. He was a young man 
who had definite depigmentation following pityriasis rosea. It is possible to have 
this occur in whites as well as Negroes. 


Dr. H. Ratrner: The patient is presented for diagnosis because I realized 
that if the disease is pityriasis rosea it is unusual. This is the patient’s first attack. 
\ll the lesions came on at the same time, and they remained discrete. The scalp 
is normal. The character of the lesions on the neck suggested strongly the diag- 
nosis of pityriasis rosea, rare as the disorder is. I think it is an unusual condition. 


\NETODERMA ERYTHEMATOSUM JADASSOHN IN A PATIENT WITH NopuLo-ULcErRa- 
rive SYPHILIS. Presented by Dr. M. E. OBERMAYER. 


This man, aged 20, states that he first noted lesions in February 1930 in the 
form of red macules scattered over the trunk, which persisted from one to two 
months and disappeared, leaving thin, atrophic scars. Some of these protrude, 
and all of them present a soft, “empty” texture. Since that time new lesions have 
appeared from time to time, beginning as erythematous macules and terminating 
in atrophy. In January 1933 brownish nodules appeared, first over the right shin 
and later on the calf of each leg. They persisted for two or three months, after 
which they disintegrated, forming ulcers, some of which healed slowly in from 
two to six months. More recently similar lesions appeared on the flexor and 
extensor surfaces of the arms. There is no history of syphilitic infection. 

General examination gave negative results. Special examination of the lungs 
in the clinic for diseases of the chest gave negative results. The results of repeated 
examinations of the sputum were negative for acid-fast bacilli. The temperature 
was normal. The blood pressure was 110 systolic and 70 diastolic. The blood 
count and urinalyses showed no abnormality. The Wassermann and Kahn reactions 
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of the blood serum were repeatedly strongly positive. Examination of the spina| 
fluid gave negative results. 

The cutaneous surface reveals grouped ulcerations with punched-out, sometimes 
serpiginous, borders. Some of the lesions have healed, leaving atrophic scars 
hyperpigmented borders. 

In the differential diagnosis an eruption of tertiary syphilis and papulonecroti 
tuberculids were considered. In view of the repeatedly strongly positive tests oj 
the blood and the absence of pathologic findings in the chest a therapeutic test 
with weekly injections of sodium bismuth tartrate was instituted; this resulted jn 
prompt involution of all the lesions, except one small ulcer on the right leg, within 
ten weeks, establishing the diagnosis of syphilis. 

During treatment the opportunity was afforded of observing the appearance 
new lesions of the macular-atrophic type on the trunk. 

A microscopic section is presented. 


DISCUSSION 


Dr. Uno J. Wie, Ann Arbor, Mich.: There are certain findings in this case 
which, I think, are worthy of discussion. In the first place, there is no history of 
syphilis. The patient is certainly rather young to have gummous lesions of this 
size and duration; unless he had syphilis in early childhood such lesions could 
hardly be due to syphilis in his case. 

The question arises: Wherein does this eruption differ from the macular 
atrophy commonly seen after syphilids? The only difference I can see between 
this and the so-called macular atrophy following a syphilitic exanthem is that in 
the latter the lesions are more numerous and follow the sites of the exanthem itself 

Dr. H. E. MicHetson, Minneapolis: I think the patient has anetoderma and 
the scars of an ulcerating nodular syphilid. To be sure, this macular atrophy may 
be the end-result of several conditions, but with a definite history of macules occur- 


ring after the ulcerating nodular lesions were under control with therapy, that 


diagnosis is quite clear. 

Dr. CLARK W. FInNERUD: Jadassohn described both types and differentiated 
the two. In the lesions that have not yet reached the end-stage it is possible 
histologically to differentiate those of syphilitic from those of nonsyphilitic origin 
Histologic examination of a new lesion may establish that differentiation. 

Dr. M. E. OsermMayer: I cannot agree with Dr. Wile’s suggestion that the 
macular atrophic lesions in this case have replaced a macular syphilid. The simul- 
taneous occurrence of a macular syphilid and of tertiary lesions is rare and 1s 
found only in cases of malignant syphilis, of which this patient presents no signs 
Moreover, the nodulo-ulcerative lesions healed promptly under therapy with 
bismuth preparation, while the macular lesions kept on appearing, uninfluenced by 
the treatment. Thus, I had the opportunity of observing their clinical cours 
which showed the three stages described by Jadassohn: At first a pale red, sharpl; 
demarcated erythematous macule appeared; later it became wrinkled in the center 
and surrounded by an erythematous ring; then, within a month or two atrophy 
developed, and the: lesion assumed the aspect which it has at present. The tw 
conditions (nodulo-ulcerative syphilis and anetoderma erythematosa) are coexistent 
in this case. How far syphilis can be held responsible for the development of this 
primary macular atrophy is difficult to tell. One may assume that the patient has 
a congenital disposition toward atrophy of elastin and collagen activated by the 
syphilitic process. 

I agree that the terminal stage of anetoderma allows no differential diagnosis 
from other conditions. ‘“Herniation” is found in the Schweninger-Buzzi type of 
primary macular atrophy as well, but the latter differs from anetoderma by the 
absence of any sign of inflammatory onset. Two specimens were taken for biopsy) 
one from an atrophic lesion (that slide is presented) and one from an erythematous 
macule; unfortunately the latter specimen was lost. Another will be obtained as 
soon as new lesions develop. 
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Upo J. Wie, Ann Arbor, Mich.: The statement of Dr. Michelson and 
bermayer to the effect that macular lesions may not occur in syphilis with 
mas is not in accordance with the facts. Coincident macular and gummous 
ns commonly occur in cases of malignant syphilis, as well as occasionally in 
of congenital syphilis. : 
this connection, I can refer to a case of malignant syphilis reported by my 
rkers and me (Wile, U. J.; Wieder, L., and Warthin, A. S.: Malignant 
hilis, with New Explanation of Pathology of Cutaneous Lesions, Am. J. Syph. 
[Jan.] 1930) in which macular as well as papular lesions were associated with 
nsive gummas. While this is not the ordinary course of events, lesions of 
early and late character may occasionally occur together. 

H. E. Micnerson, Minneapolis: The macules that Dr. Wile mentions 
curring in his patient with ulcerating lesions of tertiary syphilis were coincident 
malignant or precocious syphilis. This condition is characterized by lesions 
rtiary syphilis occurring in the secondary period. His patient died. In the 

it under discussion the ulcerating lesions responded to treatment. I vaguely 
ill that Jadassohn did some experimental work showing that in cases of malig- 
int syphilis certain antibody reactions were present which did not occur in those 
secondary syphilis. 
Dr. RuBEN NoMLAND: In the last two years Dr. Scull and I have seen about 
ght cases of macular atrophy, five of which occurred in patients with syphilis. 
\Ve have seen lesions of exactly the type this boy presents in one patient with 
ngenital, and in one with acquired, syphilis. We had one patient in whom the 
sorder was quite generalized and when seen at a distance resembled a roseola of 
ndary syphilis. Another had nodular cutaneous syphilis and later exhibited 
ular atrophic lesions which appeared without any gross pathologic findings 
ng noted. In addition to this we had three cases of macular atrophy; one was 
issociated with lupus erythematosus, and one, with acrodermatitis chronica 
trophicans, and one was of the idiopathic type. I wish to say that macular atrophy 
s essentially a succeeding lesion, just like a scar or an ulcer, that it has multiple 
auses, syphilis, lupus erythematosus and other things—and that practically all the 
sorders with which it is associated are inflammatory. My co-workers and I 
that probably the macular atrophic lesions represent a condition in which 
has been destruction of the elastic tissue by a subclinical inflammatory 
tion of the dermis. Just where the dermatosis of Jadassohn or the 
hweninger-Buzzi type of macular atrophy belongs is difficult to decide. How- 
-- I do not believe that the patient to whom Dr. Obermayer referred in his 
per presented a good example of macular atrophy. 


1A. Presented by Dr. M. H. Epenrt. 

is Negress, aged 30, states that one week before Christmas (twenty-eight 

ago) she dressed two rabbits which were brought from a market. One day 

re Christmas she noted pain and swelling on the inner aspect of the left little 
nger; this was soon followed by painful involvement of the left epitrochlear and 
lary lymph nodes. Malaise was noted at about the same time. The lesion 
little finger gradually became worse and spontaneously ruptured seven days 

She noted no lesions on the hands at the time she dressed the rabbits. 


DIS¢ SSION 


Dr. A. W. Stittians: I think this patient has a typical case of tularemia, and 
pe that Dr. Ebert will have better success in treating her than my co-workers 
I had with our patient. 


Dr. H. E. Micuerson, Minneapolis: Is the patient hospitalized ? 


Dr. M. H. Esert: The patient is in the hospital at present. This seems to 
n annual occurrence. Last year I also presented a Negress who prepared 
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rabbits for Christmas and acquired primary lesions on the finger with a similar 
adenopathy, but that patient had lesions of erythema multiforme in association with 
the tularemia. 


LEISHMANIASIS. 


Dr. H. M. Hence: I wish to report on the patient with leishmaniasis | 
sented on Oct. 17, 1934 (ArcH. Dermat. & Sypu. 31:745 [May] 1935). | 
a cautery knife, incised down to the subcutaneous tissues and then gave 4 units 
of roentgen therapy and left the wound open to close by itself. The work was 
done on October 19, and by December 1 the lesion had entirely granulated wit! 
slight amount of pigmented tissue due to a reaction to the roentgen rays, over the 
surface. Yesterday I examined the patient who had the lesion and also her husband 
and son and found no lesions in any of the three persons. 


MINNESOTA DERMATOLOGICAL SOCIETY 
D. D. TurnaciirF, M.D., Secretary 
Feb, 1, 1935 
Hamitton Montcomery, M.D., President 


Herpes GESTATIONIS. Presented by Dr. Jonn F. Mappen, St. Paul. 

Mrs. G. C. G., aged 26, is in the seventh month of her second pregnancy. Th« 
mother and fetus appear to be normal. The patient’s only complaint is a cutaneous 
eruption which appeared between the fifth and sixth months of the pregnancy. Th 
only subjective symptom is slight itching. The eruption is bilateral and more 
marked on the trunk. The lesions are pea-sized to dime-sized vesicles and bullae 
Most of the vesicles appear in groups, but some of the larger lesions are singl 
and of the form of herpes iris. There are several large gyrate patches on the 
trunk with vesicles in the borders and dark brown pigmented centers. New lesions 
appear in crops. The patient states that as the pregnancy progressed the eruption 
became more pruritic and the lesions more numerous. She has one child, aged 18 
months, living and well. A similar eruption started at the same stage of the first 
pregnancy. 

DISCUSSION 

Dr. C. D. Freeman, St. Paul: When did the lesions clear up after the first 
child was born? 

Dr. Joon F. Mappen, St. Paul: I saw the patient during her former preg- 
nancy. The eruption involuted some time between the first and the third month 
aiter delivery. 

Dr. Asuton L. Wetsu, Rochester (by invitation): I reviewed the literature 
on pemphigus and found a number of cases like the one reported as cases of 
pemphigus. In all the disorder cleared with the termination of the pregnancy. 
In some instances the same type of eruption was present on the skin of the child 
at birth. In each instance the mother had been given arsenic for the eruption 
during her pregnancy, and it was considered possible that the eruption presented 
by the child was due to arsenic. It occurred to me that an eruption which in some 
patients appeared only during pregnancy and disappeared after delivery, in some 
never recurred and in others recurred only with subsequent pregnancies and again 
cleared soon after delivery was in all probability not pemphigus. I wonder whether 
any of the members has seen a child who had a bullous eruption at birth born of 
a woman with this type of dermatosis. 
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(yx. Lours A. Brunstrnc, Rochester: Last summer my co-workers and I 
-yed during the latter part of her first pregnancy a woman, aged 31, who 
nted signs of herpes gestationis the distribution and course of which were 
lar to those of erythema multiforme. The child was stillborn at approximately 
and one-half months. During the week preceding the delivery there had 
a noticeable increase in the number of eosinophils in the blood, the count 
from a level of 24 to 45, 51.5 and even 57.5 per cent. After delivery the 
sinophils returned to their normal level. Two months later, with reestablishment 
he menses, the cutaneous lesions cleared except for an occasional crop of 
rial wheals. 
\sHton L. Wetsu, Rochester: Cultures of the blood of the patient to 
Dr. Brunsting referred were negative. However, I was able to isolate from 
e nasopharynx a streptococcus of the type I have previously isolated from patients 
vith erythema multiforme. This patient’s blood serum contained antibodies for the 
logous strains of streptococci and also for heterologous strains of streptococci 
lated from other patients with erythema multiforme. In this patient there was 
nsiderable variation in the character of the lesions from time to time. When 
lesions were most acute she presented typical erythema multiforme with 
:merous lesions of herpes iris. The authors of the reports of cases to which I 
ve referred stated that eosinophilia was present in these patients, but that they 
re unable to attach any significance to it. 
Dr. H. E. Micnetson, Minneapolis: I do not believe that the presence of 
philia, either in the blood or in the contents of a bulla, is of great diagnostic 
1 dermatitis herpetiformis. This is particularly true if the patient has 


ue 1 
l 


eived much external treatment. The external use of mercury, for instance, 


produce eosinophilia. 

Dr. HAMILTON Montcomery, Rochester: I wish to substantiate Dr. Michelson’s 
narks regarding eosinophilia. In studying a group of cases of exfoliative derma- 
tis I did not find the percentages of eosinophils either in sections of tissue or in 
e blood to be of diagnostic value or to parallel one another. The highest count 
vas 45 per cent in a case of eczema; on the other hand, in a case of true Hodgkin’s 
lisease in the skin there was no increase in the number of eosinophils in the section 
f tissue. 

Dr. Joun F. Mappen, St. Paul: The only subjective symptom associated with 

present eruption is slight itching. During the previous pregnancy the eruption 


1 


itching became progressively worse until parturition. 


STULAR Psoriasis. Presented by Dr. Joun F. Mappven, St. Paul. 


Mrs. D. O. R., aged 22, states that she was well until about July 1, 1934, when 
e noticed several lesions which she thought were mosquito bites on the anterior 
races of the legs. These lesions were rather itchy and soon became crusted. 
n the crusts were removed wells of pus were found under them. The lesions 
the legs have gradually extended since their beginning and have never healed. 
ach is now about the size of a small orange. The borders are sharply 
arginated, and each lesion is entirely covered with a thick crust. At the same 
time a dry scaly eruption developed on the scalp. This has also become steadily 
re marked. There is no history of a similar eruption having occurred in other 
members of the family. 
Laboratory examinations gave entirely negative results. 
\ biopsy section is presented. 
DISCUSSION 
Dr. Jonn Butter, Minneapolis: There is no question as to the condition’s 
ng psoriasis, but I should not call it pustular psoriasis. 
Dr. HAMILTON MontTGOoMERY, Rochester: The histologic picture is that of 


istular psoriasis. 
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Dr. H. E. Micuetson, Minneapolis: I think that this is definitely a cas 
pustular psoriasis. The microscopic slide is a marked example of that conditi 


A CASE For DtaGnNosis. Presented by Dr. JoHN F. MaAppen, St. Paul. 


Mrs. J. E. L. states that she had an eruption on the right ear for the past 
seventeen years. The ear appears dull red at all times, and there is also a constant 
inflammation of the external auditory canal. The patient states that at times th 
ear becomes two or three times its normal size and that the swelling sometimes 
lasts two or three days or two or three weeks. Roentgen examinations of the 
skull have repeatedly given negative results. The patient has been examined }) 
many otologists, all of whom have made a diagnosis of chronic inflammation 
the external auditory canal of unknown origin. The patient also states that sh 
has constant severe headaches on the right side of the head. 


DISCUSSION 


Dr. E. C. Gacer, St. Paul: This case suggests a diagnosis of chronic erysipelas, 
I have seen two patients with recurrent erysipelas of the face. Possibly surgeons 
see them more often than dermatologists do. After repeated subacute attacks of 
erysipelas, there develops permanent swelling of the tissues. The last patient | 
saw was a man who had had a number of attacks of congestion and subacute 
inflammation of the upper lip; as a result he had an enlarged lip. From only one 
examination of Dr. Madden’s patient I should hesitate to make a positive diagnosis, 
but the appearance of the skin and ear suggests that sort of inflammation, namely, 
chronic cellulitis. , 

Dr. Louts A. BruNstinG, Rochester: There is insufficient evidence in the 
appearance of the ear at the present time to make a definite statement, except 
that there are increased heat and erythema. From the history of recurrent attacks 
of local inflammation with systemic reactions of chills and fever, it seems that 


recurrent erysipeloid is the most likely probability, and I recommend an attempt 
at treatment by means of application of filtered roentgen rays to the affected site 
and injections of foreign protein to the point of systemic reaction. 

Dr. Joun F. Mappden, St. Paul: All the otologists who have seen the patient 
agree that there is a marked chronic inflammation of the external auditory canal. 
I have never seen one of the acute exacerbations she describes. 


DERMATITIS MEDICAMENTOSA. Presented by Dr. S. E. Sweitzer, Minneapolis. 


This man, aged 43, states that after exposure to venereal infection three weeks 
ago a urethral discharge developed, for which he took a “drugstore” remedy) 
internally; the drug consisted largely of copaiba. 

The present extensive maculopapular confluent eruption has been present for 
five days; a diagnosis of secondary syphilis was made, and the patient was sent 
to the hospital for treatment. At the hospital the condition was diagnosed as 
dermatitis medicamentosa and treated accordingly. 

The Wassermann test of the blood was negative. 

A biopsy section is shown. 

DISCUSSION 

Dr. E. C. Gacer, St. Paul: For the benefit of the younger members I wish 
to say that copaiba was regarded as the remedy for gonorrhea several years ago, 
and all the cases of rash due to copaiba which I have seen have resulted from 
self-medication. The last case was that of a patient who was taking some mixture 
prescribed by a druggist; when he went to the physician the latter also prescribed 
copaiba, so that the patient was taking double doses. A marked rash due to 
copaiba appeared. Another point about that type of eruption is that it has a 
peculiar color, which one learns to recognize; I do not know how to describe it, 
but it has a color of its own. 
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Dr. D. D. TurNaActirF, Minneapolis: I wish to cite the case of a man aged 69 
entered the hospital with a fractured hip. About the third day the question 
se as to whether he should be kept in the hospital, because a characteristic 
rlatina eruption developed. The patient insisted that it was due to the injection 
morphine, and the eruption disappeared when the administration of morphine 
vas discontinued. About a week later the patient received codeine, and the rash 
red up again. 
Dr. E. C. Gacer, St. Paul: Was atropine given with the morphine? 
Dr. D. D. TurNnactirF, Minneapolis: No atropine was given with the morphine. 


I 


s Vutcaris. Presented by Dr. H. E. MicHetson, Minneapolis. 


This man, aged 42, presents large circular hyperemic lesions on the face, neck 
ind left ankle. These lesions vary in size and give the appearance of atrophic 

nters with peripheral spreading and activity. The lesion on the ankle shows 
marked crusting and verrucosis. It has been present for over fifteen years; the 
is on the face and neck have been present for from six to seven years. Each 


esol 


lesion started as a single nodule and spread peripherally. There is a history of 


tube rculosis. 

\ biopsy section is shown. 

DISCUSSION 

Dr. E. Z. SHapriro, Duluth: I think that the condition is quite characteristic. 

Dr. HAMILTON MontTGOMERY, Rochester: I agree that the histologic section 
shows changes suggesting several types of tuberculosis. Without further sections 
and elastic tissue stains I am unable to determine whether the tubercles are centered 
ibout blood vessels or not; accordingly, it is impossible to classify the condition 
is a hematogenous form, such as lupus miliaris disseminatus, or as a localized one, 
such as lupus vulgaris. I am still of the opinion that tuberculosis of the skin can 
e classified into the localized forms, which include lupus vulgaris, scrofuloderma, 
noculation forms of tuberculosis and tuberculosis varicosa cutis, and the hematog- 
enous forms, which include lupus miliaris disseminatus faciei and various tuber- 
ulids, sarcoids and erythema induratum. I believe that there are too many names 
jor cutaneous tuberculosis, just as twenty years ago there were too many sub- 
livisions and classifications of acne. In cases of sarcoid one sees a mild type of 
hematogenous tuberculosis with fibrocytic changes in the bones and fibrosis in the 
lung, but frequently there is no demonstrable evidence of frank visceral tuberculosis. 
In an early lesion Kyrle was able to demonstrate tubercle bacilli; later, one sees 
pure epithelial tubercles in which the bacilli cannot be demonstrated. In other 
words, the histologic picture changes as a result of the resistance of the patient, 
or the organism appears in an attenuated form. I think that dermatologists can 
still contribute quite a bit in regard to the prognosis of the various types of 
tuberculosis. 

Dr. H. E. Micnetson, Minneapolis: I think that the patient shows the classic 
lesions of lupus vulgaris. In cases of some types of tuberculosis of the skin one 
may unhesitatingly make a diagnosis of the type presented. This is particularly 
true of the stable types. The more labile types can change their characteristics 
quite readily; for example, a papular necrotic tuberculid can in time often enlarge 
ind assume the characteristics of erythema induratum. I am inclined to think that 

cases of all forms of tuberculosis of the skin far too much attention has been 
given to the lesion and not enough to the disease. Classifications, after all, are 
for the purpose of convenience and are arbitrary. When lesions are spread sym- 
metrically over the body the evidence, to be sure, is in favor of a hematogenous 
infective factor, but no matter where the tubercles are located in relation to the 
hlood vessel, the histologic picture cannot be a proof that the bacilli were necessarily 
transmitted through the blood stream. I think that a classification based on the 
clinical course of the lesions would be more satisfactory, as, for example, that of 
tuberculosis colliquativa with lupus vulgaris and of the lupoids with erythema 
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induratum. For my part, I prefer the word “metastatic” to “hematogenous.” After 
all is said and done, it is a matter of the individual traits of the host and of the 
number and virulence of the bacilli. Also, and not least by any means, the size 
and character of the initial depot are important. Even if one could determine that 
a lesion had its origin from hematogenously disseminated bacilli he would not 
know where the internal focus was. It would be better to exhaust all other means 
of diagnosis first. 

I do not think that treatment based on local therapy alone will ever be sufficient: 
even if one were able to treat a local lesion by complete excision one would not 
be willing to omit the advantage of an enforced physiologic regimen, such as that 
offered by treatment in a sanatorium. When dermatologists condemn the use of 
arsenic, cautery or roentgen rays, they fail to take into consideration the biologic 
aspects of tuberculosis. 

Dr. HAMILTON Montcomery, Rochester: I believe that one can differentiate 
the various types of localized and hematogenous tuberculosis fairly accurately on 
histologic grounds if serial sections, including elastic tissue stains, are studied. 
Clinically, the symmetrical distribution of all the types of tuberculosis that I have 
grouped under the hematogenous classification supports the concept of their hem- 
atogenous dissemination. All localized forms of tuberculosis, in a sense, are inocu- 
lation tuberculosis either from within, as scrofuloderma, or from without, as the 
anatomic tubercle. Tuberculous granulations eventually cause erosion of one or 
more of the vessels, but if early lesions are studied one will not find centering of 
tubercles about vessels such as is seen, for instance, in the early stages of sarcoid, 


SCROFULODERMA OF THE RiGHT HANp, LICHEN SCROFULOSORUM OF THE TRUNK. 
Presented by Dr. Joun F. Mappen, St. Paul. 
J. C., an Indian girl aged 7, was seen in my service at the Gillette State Hospital 


for Crippled Children because of an eruption on the trunk and right thumb. The 
eruption on the trunk has been present for about one year. The thumb is swollen 
to about twice the normal size and is dark bluish red; there are four or five 
puckered sinuses draining a thin straw-colored fluid at about the second phalangeal 
joint. The eruption on the trunk has been present for about six weeks and consists 
of irregular olive-sized patches made up of discrete pinhead-sized brownish papules 
covered with a thin scale. The lesions are scattered without arrangement over th« 
trunk. The only subjective symptom is slight tenderness when the thumb is 
manipulated. 

The patient’s mother died of tuberculosis, and one brother has tuberculosis ot 
the knee and is a patient at the aforementioned hospital. 


NEvUS IN THE Form oF Cutis Verticis GyraATA. Presented by Dr. Joun F. 
MappENn, St. Paul. 

G. J., aged 7, was presented at the February 1934 meeting of this society 
(Arco. Dermat. & SypuH. 30:302 [Aug.] 1934) because of a nevus occurring 
in the form of cutis verticis gyrata. The entire lesion was removed, and the micro- 
scopic sections showed a nevus in all parts of the tumor except in the knob, which 
had the characteristics of a malignant melanoma. The lymph glands showed only 
banal inflammation. The diagnosis of malignant melanoma, as based on microscopic 
examination, was concurred in by the members of the department of dermatology 
at the University of Minnesota, by Dr. E. T. Bell of the department of pathology 
and by Dr. S. W. Becker of the University of Chicago. 

The patient has gained weight and has no complaints. The site of the tumor 
has _ healed. 

The patient is presented in order that the result of excision might be observed. 
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LOMA FuNncorpEs. Presented by Dr. J. V. KLauner. 


F. S., a man aged 53, presents a dermatosis of two years’ duration. It began 
; pruritus, which was soon followed by scaly erythematous patches over the 
trunk, neck and extremities. Infected teeth have been removed, and the gall- 
bladder has been drained. A vaccine prepared from the prostatic secretion has 
een administered. Blood counts and chemical studies of the blood gave essentially 
negative results. At one hospital the patient received sixteen intraspinal injections, 
iter which there was a temporary cessation of the severe itching. There are 
veneralized dry, scaly, erythematous patches with ill defined borders. The arms 
- completely erythrodermic. In clear areas on the trunk there are moderate 
numbers of discrete infiltrated papules. Vesicular or bullous lesions have never 
curred. Nikolsky’s sign is absent. Sections show no distinctive characteristics, 
their structure is compatible with the picture of granuloma fungoides, the 
so-called epidermal abscesses of Pautrier being present. In view of the severity 
the itching, the persistence of the eruption in spite of treatment and the 
histologic findings, the eruption is regarded as an early form of granuloma 
oides. I intend to institute fever therapy, as I have already employed malarial 
therapy in a patient with well pronounced granuloma fungoides and have obtained 
od results, which have continued for eighteen months. 
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DISCUSSION 


Dr. Patricia Drant: I am interested in ascertaining the type of intraspinal 
therapy this patient has received. 

Dr. J. V. Kiauper: I know only what the patient told me. Apparently he 
received a spinal anesthetic. Why it was given I do not know; possibly it was 
to relieve itching. 

Dr. S. S. GREENBAUM: Some years ago Thibierge noted that complete relief 
from some forms of generalized pruritus followed simple spinal puncture or 
spinal drainage. Perhaps that is what was done in this case. 

Dr. Patricia Drant: I have observed a case of extensive generalized 
dermatitis which was unresponsive to treatment until injections of a proprietary 
preparation of procaine were used, which led to a successful outcome. 

Dr. J. M. Scui~pKravut, Trenton, N. J.: I understand that spinal anesthesia 
is being used in cases of lichen planus for the relief of itching. 


SYPHILITIC OSTEITIS OF THE FRONTOPARIETAL BONES IN ASSOCIATION WITH Pap- 
ILLITIS OF THE Lert Eye. Presented by Dr. H. N. Stern for Dr. S. S. 
GREENBAUM. 


B. B., a man aged 36, had a penile lesion in 1919, for which he received eight 
intramuscular and eight intravenous injections. From 1920 to 1923 several blood 
tests were made; all were negative. In December 1932 there developed a penile 
lesion which was treated with iodoform by a private physician. In February 
1933 the patient had a sore throat, a generalized eruption and impairment of 
vision in the left eye. When he was seen in April 1933 the left eye showed pap- 
illitis, with contraction of the visual field and a tendency to hemianopsia in the 
color field. From that time on the Wassermann and Kahn tests have been positive. 
Examination of the spinal fluid gave negative results. Roentgen examination of 
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the skull in April 1933 showed considerable thinning of the internal and external 
plates, especially marked in the frontoparietal region, with many small punched. 
out areas of rarefaction in the frontal and anterior parietal regions. There was 
no definite evidence of intracranial pressure. The sella turcica was normal, and 
the clinoid processes were well marked. Subsequent roentgenograms of the sku] 
showed no change in appearance from that seen in the first plate. However. 
in October 1934, eighteen months after the first examination, the roentgenogram 
showed much less rarefaction in the frontoparietal region. A roentgenogram 
made on Dec. 6, 1934, showed thinning of the frontoparietal regions and no 
evidence of rarefaction or formation of new bone. Examination of the eyes jn 
January 1934 gave negative results. The patient was uncooperative and delinquent 
in his attendance. He received thirty injections of a bismuth preparation and 
only two injections of arsphenamine. 


DISCUSSION 


Dr. J. V. Kiauper: I should like to know if the papillitis was part of a 
neurosyphilitic process or was secondary to involvement of the bones. 


Dr. JonN H. Stokes: I was impressed by the history. About nine years 
ago the patient apparently had a lesion that was not the onset of his specifi 
infection, or else he recovered after an exceptionally small amount of treatment 
and was reinfected years later. I should like to know just what the character 
of those secondary lesions was. Were they destructive, and did they produce 
scars. It is possible many years after the primary infection to have a sudden 
exacerbation of lesions of a late stage of syphilis; this would explain the secondary 
syphilis. Has the spinal fluid been examined? 

Dr. S. S. GREENBAUM: An examination of the spinal fluid was ordered 
several months ago, but when I came to work up the case yesterday I found 
that the patient had refused to have the test performed. When we first saw 
him in 1933 he and his wife showed a generalized maculopapular eruption and 
he, in addition, had erosive syphilids in the mouth. The ocular disturbance 
developed, and the bones of the skull were examined with roentgen rays. There 
has been a slow but progressive improvement in the shadows in spite of the 
patient’s irregular attendance for treatment. To me the condition seems to be 
unquestionably secondary syphilis, either a second attack or a primary attack, 
because of the infection of the patient’s wife, who is now being treated at another 
hospital. The interesting part is that there were no symptoms at all. One would 
never have thought of making a roentgen examination of the man’s skull had 
not the ocular condition indicated the necessity for such an examination. 

Dr. J. V. Kiauper: I think this is an interesting case from the standpoint 
of whether the papillitis is secondary to the involvement of the bone or a part 
of a neurosyphilitic process. In most instances it is associated with classic 
symptoms of neurosyphilis and with a positive reaction of the spinal fluid. The 
questions whether papillitis without neurosyphilis is really of syphilitic origin 
and whether it occurs secondarily to involvement of the bones are interesting. 


INVOLUTING ERYTHEMA NoposuM FoLLowEp BY AN ANNULAR ERUPTION OF THE 
Face. Presented by Dr. Rosert L. Girman, 


In C. B., a boy aged 12, there developed about five weeks ago, redness and 
puffiness of the shins (erythema nodosum?). About two weeks later there 
appeared red, infiltrated, annular lesions on the face and a slight fever. The 
dermatologic examination revealed involuting erythema nodosum on both legs 
with residual erythema and scaling, and on the forehead, cheeks and nose, discrete 
and confluent erythematous, annular, wheal-like lesions. The temperature ranged 
from 99.5 to 100.5 F. The heart and lungs were clear. The patient was treated 
with sodium salicylate internally and with ointment of sulphonated bitumen 
locally; 25 per cent involution occurred. 
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DISCUSSION 


Dr. Joan H. Stoxes: Dr. Garner and I have been making a review of cur- 

conceptions of tuberculosis and have been much interested to see the striking 
wth in the opinion that erythema nodosum occurring in children is tuber- 
culous. This patient, if one admits his erythema nodosum to be tuberculous, may 
he considered to have a metastatic tuberculosis of the face or a lupus erythema- 
tosus, or he may ultimately show a disseminate erythematous lupus. I thought 
that these would be interesting possibilities to consider, but I could not find any 
apple jelly nodules when I examined the lesions with the diascope. The distri- 
bution is suggestive of an atypical erythematous lupus, the lips are somewhat 
silvered and the patient has a steady elevation of temperature and an enlargement 
f every palpable lymph node; moreover, the incidence of tuberculosis in persons 
between the ages of 15 and 30 who have erythema nodosum is high. In Scandi- 
navian countries the condition is regarded as justifying a diagnosis of tuber- 
culosis. In the last two years there have been reports on hospital nurses which 
show a large proportion of tuberculosis associated with erythema nodosum, and 
I have seen a number of instances in which the two conditions occurred together. 
Abt was the first pediatrician to call attention to the fact under consideration. 
Children with erythema nodosum do not usually have pulmonary lesions. The 
prognosis usually is more favorable than in most cases of tuberculosis in children. 
As a rule the process is associated with metastatic involvement; hence a roent- 
genogram of the patient’s mediastinal lymph nodes should be made if the organ- 
isms are not found in the lesions. An enlargement of the lymph nodes is 
frequently observed and represents a primary allergic reaction. 

Dr. FRANK C. KNowtes: A perusal of the literature shows that nearly all 
instances of erythema nodosum of tuberculous origin that have been reported 
are in the foreign literature. It has been mentioned in regard to Scandinavian 
and other countries of the Continent that the great preponderance of opinion is 
that erythema nodosum is of tuberculous origin, but I think that most writers 
on the subject in England and in this country are of the opinion that the con- 
dition is of toxic origin independent of tuberculosis. The question is whether 
there are not two forms of erythema nodosum, one of tuberculous origin and 
one of distinctly toxic origin due to a focus of infection in the tonsils or in 
some other part of the body. However, I thoroughly agree with Dr. Stokes that 
the condition on the face is suggestive of tuberculosis. 


Dr. V. C. GARNER: The report that Dr. Stokes mentioned is from a Canadian 
hospital, where Cruise observed about twenty-five nurses with erythema nodosum; 
in a number of these women clinical evidence of tuberculosis developed within 
six months, 

Dr. FRANK C. Knowtes: The increasing number of medical students with 
asymptomatic tuberculous conditions is a serious problem at the present time. 
It seems to me that, as a focus is found in so many cases, possibly such a focus 
may be found in cases in which erythema nodosum is accidentally present. 

Dr. S. S. GreenBAUM: I agree with Dr. Knowles. I have been interested 
in erythema nodosum and its relation to tuberculosis for a long time and have 
followed a number of cases with the tuberculous aspect in mind. I have reached 
the conclusion that erythema nodosum represents a toxic or infectious condition 
which reduces the person’s resistance sufficiently to permit a tuberculous focus 
to become active. Dr. Strauss has done some work along the lines developed 
by Rosenau, who expressed the belief that erythema nodosum is often of strepto- 
coccic origin. 

Dr. ABRAM StrRAuSS: My co-workers and I had a series of cases in which 
we were able to culture from a focus of infection the same organism we found 
in the nodes, and we were able to reproduce the disease in rabbits. We had one 
striking case in which the patient had erythema nodosum; this was followed by 
acute purpura and then by acute involvement of the liver and jaundice, of which 
the patient died. In that case we were able to study the blood and tissues at 


rent 
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all stages, from the erythema to the jaundice, and were able to isolate the organism 
from all the specimens and to reproduce the lesions in rabbits. 

Dr. Joon H. Stokes: It seems to me that the two points of view are entirely 
reconcilable when one recalls that erythema nodosum is not a disease but :; 
symptom complex. It is recognized that there is such a thing as nodal fever 
which is an infection sui generis as the British writers interpret it, having no 
particular relation to rheumatism, streptococcic infection or tuberculosis. Besides. 
a tuberculous type of erythema nodosum and the Rosenau type are recognized 
All these conditions can well come under the heading of erythema nodosum: and 
my only purpose in discussing this patient was to point out that the condition 
on the face and that on the shins may be harmonized by a joint conception of 
tuberculosis and erythema nodosum. If one believes that erythematous lupus 
is not a tuberculous condition, or that it is one into which a tuberculous factor 
rarely enters, then one would not accept the tuberculous hypothesis in the present 
case. On the other hand, if one believes that tuberculosis, streptococcic infection 
and allergy all enter into the picture of erythematous lupus and into that of 
erythema nodosum, then the conception of the present case as just discussed 
becomes possible. 

Dr. ABRAM StrRAuSS: Many epidemics of erythema nodosum are reported 
in the foreign literature, and few are mentioned in the American literatur¢ 
I do not remember ever hearing of an epidemic of erythema nodosum in this 
vicinity ; this leads me to believe that, as Dr. Knowles points out, there are dif- 
ferent types of the disease. 


EpimerMoip Cysts. Presented by Dr. Patricta DRaAnrt. 

G. H., a young woman, was admitted to the hospital with acute inflammatory 
disease in the pelvic region. She has discrete superficial noninflammatory cystic 
tumors the size of a split pea over the sternum and upper portion of the abdomen. 
The Kahn reaction was negative. Examination of the blood showed: sugar, 
82 mg. per hundred cubic centimeters; urea nitrogen, 13 mg.; cholesterol, 193 mg. 
The cell count was normal. A biopsy made on Feb. 13, 1935, showed epidermoid 
cysts. 

DISCUSSION 

Dr. HERMAN BEERMAN: Is there any oil in the cysts? 

Dr. Patricia Drant: There was a caseous, oily material. 

Dr. HERMAN BEERMAN: I should like to make a diagnosis of steatocystoma 
multiplex; the condition is similar to that in a Puerto Rican patient whom | 
presented two or three months ago. This condition is really multiple sebaceous 
cysts, as originally described in this country by Ormsby and Finnerud. 


Lupus Vutearis? Presented by Dr. J. V. KLAuper. 

In this woman, aged 69, there developed seven years ago ulceration involving 
the alae of the nose, for which fifteen treatments with radium were given. There 
was apparently no improvement. When the patient was first observed in November 
1933 she presented an ulceration of the entire anterior aspect of the nose. The 
edges were soft and raised, and there was no pearly border. No improvement 
followed antisyphilitic therapy and treatment with a gold preparation. The 
lesion was destroyed by electrodesiccation and the result was excellent. About 
one year after the lesion had been destroyed there developed at two areas of 
the scar a recurrence consisting of soft, jelly-like nodules. At present there 1s 
one such nodule on the right side of the nose; the other nodule has been destroyed 
by electrodesiccation. The Wassermann reaction was negative; the Kahn reaction 
was plus-minus. The biopsy showed a granuloma, probably tuberculous, with no 
evidence of malignant degeneration. Treatment with bismuth and potassium 
iodide produced no response. 
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DISCUSSION 


Dr. S. S. GREENBAUM: I suggest that the two lesions on the right side of 
nose be again removed and the tissue examined under the microscope. [| find 
frequently epitheliomatous lesions on the tip of the nose are recurrent, even 
every vestige of them has been apparently removed. 


iC 


\ CAsE FoR DraGNosis. Presented by Dr. V. C. GARNER. 


Mrs. H., a woman aged 45, presents an eruption which had its onset about 
six months ago. The patient attributes the eruption to some “gland medicine” 
she was taking at that time. She presents from twenty-five to thirty discrete 
and sharply circumscribed flat fleshy nodules, varying in size from that of a 
split pea to that of a thumb-nail, over the forehead, sides of the face, upper 
portion of the back, and anterior portion of the chest. A few of the lesions tend 
to be annular; a few have spontaneously involuted, and new lesions have appeared 
rom time to time. The examination of the blood gave negative results. The 
hemoglobin was 83 per cent; the white cells numbered 6,200. The report on a 
biopsy was as follows: “There is round cell infiltration in the papillary layer 
with intracellular edema of the basal layer. The picture somewhat resembles 
that of parapsoriasis but is incompatible with a diagnosis of sarcoid.” The 
patient had one roentgen treatment and has taken arsenic in the form of pills. 


DISCUSSION 


Dr. FRANK C. KNowtes: I should be inclined to agree with Dr. Garner’s 
original diagnosis of sarcoid, but unfortunately the histologic structure does not 
seem to point to that condition. I suggest, however, that a salt-free Sauerbruch- 
Gerson diet be tried to see whether that does not produce some result. 

Dr. J. V. KLtAuper: The diagnosis of lupus erythematosus seems to me more 
justified than any other, and I should be inclined to treat the condition as lupus 
erythematosus. 

Dr. Joon H. Stokes: I have been impressed from time to time by the 
extraordinary persistence and curious character of eruptions due to bromide and 
iodide; the hypertrophic papules persist sometimes for weeks and months after 
the medication is stopped. This patient traces her eruption, post hoc, to some 
medication she received for a thyroid condition, and she may be taking iodized 
salt. 

Dr. D. M. Stptick: I thought of lichen planus in this case. 


\ CASE FoR DIAGNOSIS: RESISTANT DERMATITIS OF THE LEFT SIDE OF THE FACE 
or Two AND A Harr Years’ Duration. Presented by Dr. JoHN H. STOKEs. 


This man, aged 28, says that in July or August 1932 he noticed a rash on 
the face. No vesicles, scaling, crusting, weeping or oozing but only redness and 
soreness with no actual itching were present. Under treatment the condition 
cleared except for a residual dermatitis. This has persisted with exacerbations 
and remissions since then, despite intermittent but apparently intensive treatment. 
\bout December 25 a new patch developed under the left eye. For a long time 
previously the other lesions had been localized to an area near the left side of 
the mouth. The patient received seven to nine roentgen treatments from a 
dermatologist in Chicago at weekly intervals without much result. During that 
time a “parasite” was found. A dermatologist in New York gave him roentgen 
irradiation and seven or eight treatments at weekly intervals with ultraviolet 
rays from a water-cooled quartz mercury vapor arc lamp, apparently with good 
results, and tested him with various substances to discover possible allergy. The 
results of these tests and of serologic tests of the blood were negative. Various 
lotions were applied locally, and the patient says that the physician “scarfed” his 
face (apparently he means scarified) with a knife. 
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DISCUSSION 


Dr. Joun H. Stoxes: The possibilities which I should consider are ulerythema 
sycosiforme, acne rosacea, rosaceaform tuberculid, telangiectatic lupus erythema- 
tosus. There is also a possibility that the patient has a mycotic infection. One 
dermatologist evidently thought that he had the Ayres demodex-rosacea syndrome 
and eliminated the organism completely without effecting a cure. Another treated 
him with ultraviolet irradiation under pressure and carefully tested him for an 
allergic reaction, but the results were negative. Under the five diameter lens one 
can see that each telangiectatic or inflammatory area has little pus pockets and 
the scarring is quite distinct. The condition started as a lesion beginning at the 
nose and extending over the chin; then it migrated over the face, leaving traces 
of scarring. I am a little at a loss to understand the peculiar folliculopapular 
condition in the region of the beard. 

Dr. J. V. Krauper: I do not believe that there is enough scarring for ulery- 
thema. I am more inclined to agree with the diagnosis of a telangiectatic form 
of lupus. 

Dr. FranK C. KNowes: It seemed to me that telangiestasis predominates 
I think that the possibility of an endocrine disorder will have to be considered 
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J. C. Michael, President, 1215 Walker Ave., Houston. 
Everett R. Seale, Secretary, 1215 Walker Ave., Houston. 
Piace: Austin. 


LOCAL DERMATOLOGIC SOCIETIES 


ATLANTA DERMATOLOGICAL SOCIETY 


Francis G. Jones, President, 384 Peachtree St., Atlanta, Ga. 
Charles A. Wilkins, Secretary, Medical Arts Bldg., Atlanta, Ga. 





DIRECTORY 


Bronx DERMATOLOGICAL SOCIETY 


F. Kelley, Chairman, 93 Radford St., Yonkers, N. Y. 
Silver, Secretary, 290 West End Ave., New York. 


BROOKLYN DERMATOLOGICAL 
t) Skeer, President, 272 


SOCIETY 
. ate Ey 19th St, 


3rooklyn. 


-oe F, Price, Secretary, 884 Lincoln Place, Brooklyn. 


Third Monday of each month except June, July, August and September. 


BuFFALO-ROCHESTER DERMATOLOGICAL SOCIETY 
rt R. McFarland, President, 315 Alexander St., Rochester, N. Y. 
ichard L. Saunders, Secretary, 333 Linwood Ave., Buffalo. 


CHICAGO DERMATOLOGICAL SOCIETY 


William A. Pusey, President, 7 W. Madison St., Chicago. 
Max S. Wien, Secretary, 104 S. Michigan Ave., Chicago. 
CINCINNATI DERMATOLOGICAL SOCIETY 
Samuel Goldblatt, President, 3208 Colerain Ave., Cincinnati. 
Ray 


1ymond G. Senour, Secretary-Treasurer, 19 W. 7th St., Cincinnati. 


CLEVELAND DERMATOLOGICAL SOCIETY 


Miskjian, President, 856 Rose Bldg., Cleveland. 
Netherton, Secretary, 2020 E. 93d St., Cleveland. 


DetTrROIT DERMATOLOGICAL SOCIETY 


W. Shaffer, President, 1553 Woodward Ave, Detroit. 
William G. Saunders, Secretary-Treasurer, 9203 Grand River Ave., Detroit. 
Place: Cincinnati, Ohio. Joint meeting 


with Central States 
\ssociation. Time: November, 1935. 


Dermatological 
Los ANGELES DERMATOLOGICAL SOCIETY 
Anderson, Chairman, 2007 Wilshire Blvd., Los Angeles. 
mas Nesbit, Secretary, 65 N. Madison Ave., Los Angeles. 


‘Pp 

ime: Second Tuesday of each month, October to May, inclusive. 
MANHATTAN DERMATOLOGIC SOCIETY 

Paul E. Bechet, Chairman, 55 Park Ave., New York. 

Mihran B. Parounagian, Secretary, 126 E. 39th St., New York. 


MonTREAL DERMATOLOGICAL SOCIETY 


\lberic Marin, President, 1414 Drummond St., Montreal, Canada. 
Paul Poirier, Secretary, 2073 St. Denis St., Montreal, Canada. 


New YorK ACADEMY OF MEDICINE, SECTION OF 
DERMATOLOGY AND SYPHILIS 
Max Scheer, Chairman, 509 Madison Ave., New York. 


Frank C. Combes, Secretary, 80 W. 40th St., New York. 


New York Society 
H. Rulison, Chairman, 145 E. 54th St., New York. 
Eugene F, Traub, Secretary, 140 E. 54th St., New York. 


DERMATOLOGICAL 


OMAHA DERMATOLOGICAL SOCIETY 
( } 


arles McMartin, Chairman, 611 City National Bank Bldg., Omaha. 
Donald J. Wilson, Secretary, 1216 Medical Arts Bldg., Omaha. 
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PHILADELPHIA DERMATOLOGICAL SOCIETY 


H. J. Smith, Chairman, Germantown Professional Bldg, Philadelphia. 
Vaughn C. Garner, Secretary, Greene and Coulter Sts., Philadelphia. 


PITTSBURGH DERMATOLOGICAL SOCIETY 


Bernhard A. Goldmann, President, Jenkins Arcade, Pittsburgh. 
J. Cavanaugh, Secretary, 28 Market St., Youngstown, Ohio. 


St. Louis DERMATOLOGICAL SOCIETY 


Richard S. Weiss, President, 3720 Washington Blvd., St. Louis. 
M. F. Engman Jr., Secretary-Treasurer, 3720 Washington Blvd., St. Louis, 


San FRANcISCO DERMATOLOGICAL SOCIETY 


L. R. Taussig, President, 384 Post St., San Francisco. 
John M. Graves, Secretary, 909 Hyde St., San Francisco. 








